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) (57) Abstract: IL-6 production inhibitors containing as the active ingredient hydroxamic acid derivatives represented by the follow- 
N ing general formula (I) or equivalents thereto, non-toxic salts thereof or prodrugs of the same, (I) wherein each symbol is as defined 
! in the description. Because of having an IL-6 production inhibitory activity, the compounds of the general formula (I) are useful 
. as preventives and/or remedies for various inflammatory diseases, sepsis, multiple myeloma, plasmacytoid leukemia, osteoporosis, 
> cachexia, psoriasis, nephritis, kidney cell cancer, Kaposi's sarcoma, rheumatoid arthritis, hypergamma globulinemia, Castleman's 
I disease, intra-atrial myxoma, diabetes, autoimmune diseases, hepatitis, colitis, graft-versus-host disease, infections, endometriosis 
5 and solid cancer. 
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^OE^I^, -CH = CH-I, 4fcf4-CH=CH- 

is (2) a> e n asjzt^B^ra^^jt^sr^-t-rtwtJtcv^. ] 
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t^f-^^f/K ^ b=^->^^vK aibdfVai^K ^ ^rv'JC^/K b 

^b^V^f-zK /• b^-i^V^K Ji b^v^^/K 
/K ^ b^v^^ri^/K 3i b dp->^dp->/u, y b ^^^/H^ it^-^tb 
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(D&mmtt* x*/*it\z i mnmnrntt-st* 5-7 t©*R^f * t 

t'7v^, try^^ Tiftf>\ ^Ti?t°>\ 

5 t'7^s ^-^irt°^ % ;*-3MM?fcT>\ ^~74 >* (^fc^V) „ 

t^ft^ry^K t^t7v^^ t^t^7v>y, ^-drf-r-^t°^> ^-^r 

f-^Tifk°>\ f7^7 v /^K "f-TT-J^s ^T^Tv?^ ^-TTiffc 0 ^ 

10 f^yy ^ tf^^y hyr^y^. f^yyv'y, rf^yu^ 

ffy^ij^ Kn ]J 5?y, - i? t Kb tr !I 5 5^y> ^tKa^D^ 

ffytKov'Tff^ i?tKo7 7V> ff7tFn77y Kb 
15 7h7kKof7^ v?tKnft7xy, f b^tKnW* 

^ % ^KKofT-fy (S^fc Kt3^^-t°7» , f b?t KnfT'fy 
f7tKnftt'7y) . v?k Knt^fy*^K f K7kKoW/- 
/K 1 KP^yt^ty-zK ff7k KB^f 7^ty-/K v 5 ^ Kb 
f7y"-;K 7h7kKaf7y-/K s?t Ko^W^/K x h 7 t 
20 Ko-f yf7y-/K 7h7kKBt^7y-;K 7h7kKPW 
7v>y, ^ t Kn^-=arihv J Tv ? ^, 7V7tKntWfkX f h 
7 fc KBt^t^T-i? 7f7tKaf7i?7y-/K 7>7k Knf 
77i>y, 7b7kKaf7v?7^y, f h7k Fnf 77^fy, 7h7 

25 C3~15©m H^^m^^fi> C3-15© 

17 



Copied from. .10522823 on 02/25/2008 



WO 02/074298 




PCT/JP02/02681 



# xi-r<l/$ l/^ u^df-f->\ is? u^-zf^ >\ is? wO^ls^, n 

^th'n7;i/tvy ^-KKB7itfhW^ A-tKn7yb7 
ir^ t Ko7tt7fvy> t Knt*7i = uySfWe)^ 

10 So 

~2te©«fcfltiJK^«r£t?5~l 8*©#ai N Hl^fDStlis 1 

~ 4 fn^^t/j^ 1 ~ 2m<Dmmm^& ± uv * jt « 1 ~ 2 ra^sinmc^ 

Sr-g-tf 5 — 1 8M<E>#St. ZS, £1^7 0 7!)- /w*sJ;TJ<-?:£>— *P£fc 

ify^y, T-£tr>\ *JT-M\?y^ 77^ ^-^-fefcr^ 
-trtr^\ wy (^a-tr?:^) . ^fc°>\ a-^iJ-y*— /k 

/fyt*t/-/K =f-TV— /K -f Vf7y' L -/K t='rtv f 7y'-;K 
20 i-Ti?^ *<*WTS?>* ^-df-f-T-^fV, ^-dr-y-v^T-^t: 0 ^ ^Ti^T 
/-/K f77^y, 7^7v f 7v f y> fTTflfy, f-TVTWl'^ -TV 

K— /K -f y-Y^K— /K ^vy*y7>\ /fy/<y/7 7y ^>-y^^-y 
>fy^yy"ft7xy, j-yyv*-^ ^/uy, ^y^ypy, 7 
^v 5 ^ ^y^rtyys ^t/uy, ^yy^ -<>y 

25 ^-^r-^y-/K ^y/^ry*-^ -^y-r 5 ^y— ;k */w<y— t 
^y^^s ^yy*7 7y, v^^y^^^^, tauy hrny^^ % 
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hyryy^s rh^/!)^ 7h7^y^^ Kn t'JJ v»v N . i?t 

Fabry fl-7t Knfy^v 5 ^ v^fc KoTiff^ Koi? 

5 T-tffc 0 ^ f>7t Kn7ift°y, fh7tKn^7fkV, ^tFn7 7 
^ N rf7tKc77^ i^t Knt"7^ rf7tKPt'7^ v*t Kp 
ft7x^ ff7kKnft7iy, v^tKnfT'fy (i?tKnW 
7^) s fh7tKnWy (ff7tKnW7y) . i?t Kp** 
hj->/_, k f fyt FPt^rt/-/K 5?tKn^yt*t^ N r b7 

10 t FP^yt^t/-;K v>t KPf7/-;K 7 Knf7^K 
i?b Ko/f yf-7/-;K 7 f7t Ko-f yf7^ /K fb^tFt 3 ^ 
f^7/-^ 7=- h7 t Kat^ft7^^ 7b7tKPtW7i^y, 
fF7t Fd^W^^^ fh^tFPt^t^k 0 ^ 7f-7tF 
pfr^7^;K 7h7b Fnf 77^ 7h7t KP^7i?7^ 

15 rb7t Fn^77-ift°y N fF7kKPf7^7^t°y v ^r/V*y^ N 

y y, /fyKDX ^y^yFD^ 
fcFp^y/7 7y, i?t Fn^y^y/7 7y> ^-tKo-f w/7 
7^ N v^fc Fo^y/f^-7iy, /^t Fp^yy^7xy, v?t fp 
4 y^zs-/?-*-?*.^^ /vtFP'fy^yywiy, v'tpn-o-y 

20 y*-7K t Ko>f /K i^t Kndp-y y v % 7 h 7 t Fn^y y 

^ N t Fo^t-y y ^ Fn^f y^y y >\ 7 h 7 1 Fn-f y^y y 
^ ^-KFp^y^yyyN ^tKB7#?^y, fh7kFD7^7^ 

>\ /«— tFn7^7v ? >'> v?tFPt7f Uv?^ 7h7kFnf7fi) 
-^v, ^tFPt7fje?y s>t Kn^yaMJ-y ^ f >5tKn*y 
25 ^iry>-. ^kFp^/^ft'Jys v't FP^t/U ^ fF^tFp^ 

T-y*y>\ ^-tFpwyy, , ytKoyy;yy> fF7tFpyy 
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j v ^ t Knvyy y ^ ft Ko^^/**t>''-^ /<— t Kb 
-<^i/^-^ify— /k ft Ko^/f7y^K t Kn^yyfry 

7^7ffy, ^ Fn7ffy> ^yKof h7tKP7-^f^ -O' K 
10 nfr-tfbr>\ 'fyKPTFytFP^ff^ ^^y^^if^ 

f7^7/-;K ^/MJ7y-;K W7y-;K f t Kn^/w 
✓*>f— ^ ^h^t: Kn^/w^/-/K fc Kn*/w^-/K ft Kp 
7^!)i?y, 7f7tKP7^!I^ t FnT:?]Jf>\ f t Knf 
^<^>/^7^ N f t Kp^V/Wi^ 7h7t KP^y/7 7^ 
15 rh^tFP^^/Wxy, /^tFn^^/77^ fcKn 

f-<^y^^-7ai^. i, a-f^iNf >*v* i, h7 

t Fct7^i/yi^(fb^. 



20 (5£<K i-^-coflB-^tttiWBirac***:*^- ) -CTrsSaxSKoftfcD 



R 30 



O 




2) 
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4) -c (o) nr 34 r 36 s cs^> i-^x(Du^nMm,tmcMM$:mfr 



5 ;*3SWfc:*5V^W\ mmfrhte^mV). aitl'iot^fe^J; 

^•v-^^/v) ^w?y, !)yy^ tvi^— n — ^^w— d — jf/ux 
20 m % flfcttttu y^»i«u > 5ff»»at ( (ttaftau h^^tni 
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#y (±3B) &mt&. 7^=!>Atvfi7 5yi, mttmm&<D&mm 

O \_^N 
&«> H 3 C C " 3 

C l~8T/V3=af->-Sx -NR 3 R 4 S, -OR^ -SR 2 S, 

-COR 5 S, *fcfi-NR 3 R 4 l, -OR 2 S1)l<ttCyclStJ:ot 

i~4 Tvv^vi^T* a o 

Witt, AtLT^t<ll, C 3-1 O^^^fcf^-m 

i ~ zm^mnffi.**^ 5~i om(omm*tz.te~m$:^ 9 „ 
mm.?. i~2 fioig*]®^ *s ± v/tntts. 1 ~ 2 fiosttn^ sr-g-t? 5 - 

^OT^x Et UTfft L< fi, ¥*t-S\ Cl~4 7;^vyS N C2 
— 4 7/^^ VySs C2~47^=vyS (^T^^r^Vs tvi^—i*- 
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— nhc (o) -is -so 2 nh-i, mmm^-x^y), *feic»*u<tt* 

-oM*I^ti#^o-Ct>J;V^C2~47/^=^yS> -NHC 
(O) -C (O) NH-S, -S0 2 NH-S, ife*^T?*>«. 

5 *BBttl*if> % B t LT^f L < tt s C 5 ~ 1 0 (D&m* fcttZl^ySlftgS. 

l ~ Amvg.mm^ l ~ 2te©gfe3&JGK^:i3 J:V/*fc«: l ~ 2B<d 

mnm^pfr&tt 5 ~ 1 5 ^o^^fc^-^^ n mx*&> v , 

(ommm^. im^mmm^^^xi/^.tz.^im^nm^^ts 5-1 o 
10 mw^^fc«-»^^n^-T?fc§ 0 

t'Hv'y, tt7xy, ^^y^^^^ ^i/Vj- 

15 -CONR 20 -£. -SO-S, -SO z -I, -SO 2 NR 20 -I, 

-CO-i, - (C1~4 7;^W) -NR 23 -S, 



*Wnm*. LiLT»tt<(i, ci~8 7;^w^ C2~87;u 

20 <5r=lx^S N ^fc^C 2~8 7^^>ST'fet), <t 9 2f ^ U < teC 2 ~ 
6T/^^r1x^ % C 2~6T/K5r-^^S. £fctt:C 2 ~ 6 7/l"¥= 




OR 2 



,25 
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Lo5*>iff* fe,v>7Vi"¥v>'£, T/v^^i^vS. y/^-vyS*. 1 

*fctt2©tt*l«*W : f-tt-CO (NH) — NHC (O) -S, -S 

-S, -S (O) -g, -SO,-!, -O-m, -S0 2 NH-S. -NH 
SO z -S, C3~8^n7Ml/yl, £fctt^— 1^>- 

10 ( I -Al) 



(R 1 ), 



Im" 




L Q 



(I-A1) 



( I -A2) 




L- 



15 



-mn ( i -A3) 




N 



,20 



L- 



(I-A3) 
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5 — ^ ( I -A5) 




— ^ (I-A6) 




10 (-r^TWlB-§-f4Htfiai:I^C#*^t>i" 0 ) 
—ASES;- ( I -A7) 




— «5£ ( I -A8) 

25 

Copied from. .10522823 on 02/25/2008 



WO 02/074298 



•CT/JP02/02681 




(I-A8) 



( I -A9) 




(I-A9) 



5 (-t-^<-colB#-ttllWai:lRlC*9feS:**3i-o ) x 
-ittSC ( I -AlO) 




(I-A10) 



10 — jft5£ ( I -All) 




(I-A11) 



— Jttsfc ( I -A12) 
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-m^ ( i -Ai3) 




(I-A13) 



5 (^x(D^temmkm\^n&*$tte-ro ) . 
-m^. ( i -am) 




(I-A14) 



( i -Ai5) 




(I-A15) 
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o 




H 








' N OH 


( 




Q 


(I-A3-1) 


No. ' 


A 


No. 


A 


1 




11 


c, -y>~ 


2 




12 


H 3 CO-^- 

H3C0 


3 


H 3 C /=\ 


13 


Cl 


4 




14 




5 






H3CO 


6 




15 


>> 

H3CO c| 


7 


h 3 cooc— — 


16 


Cl 

OCH3 


8 




17 


H 3 CO-^Q- 


9 


■OO 




OCH3 
CH 3 


10 




18 


H3CH Cf~ 
CH 3 



28 



Copied from. I 0522823 on 02/25/2008 



WO 02/074298 



•CT/JP02/02681 



m 2 



No. ; 


A 


No. • 


A 


1 ! 


f -0- 


11 ! 


c, -o- 


2 


/=\ 


12 | 


CI y k 

H3CO 

H 3 CO 


3 


H 3 C /=v 

H 3 C ^-^ 


13 


/=\ 
H 3 CO-^_J^ 

CI 


4 
5 
6 


h 3 co-hQ^ 

H °-\_>- 


14 
15 


CI 
H 3 CO 

h 3 co cl 


7 


H 3 COOC-^^ 


16 


Cl 


8 


' oo- 


17 


OCH 3 

h 3 cohQ^- 


9 


j oo 




OCH 3 
CH 3 


10 


I «oo- 


18 


H3C -0~ 

i CH 3 
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(1) (I) (I-l) 



5 




(1-a) — jK^C (I-D "C-*SJi5ft^*o5^ Q 1 ^ 
R 30 

R 30 (iHtilBi:I^CS*^^i"o ) t*>9> A. B, R 8 . G<5^ 

jttS: (I -la) 




(l-1a) 



(5£* x R 1A , A\ B\ R 8 \ G A > R 31A ^^flR\ A. B. R<\ 
G. R 3 1 1 m V^-ftt^T^yS. tf/Wtf^rvvUS. ^ 
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&^*>i- 0 ) ■tf^SftSflS'frfciW:. — flfcS (n) 

(R 8A )n 

(R 1A } _L A A 4 — E — \r B A ^)— G A — L— COOH (H) 

5 *sm#k-ie&: (m) 

^OR 31A 
HN (III) 

R 30 

(2) fi£flfefflt;M&«r^3;^ % 

(3) 3te-^««:^v^S^j5fe<fit**a^^fe.*v* 0 

(i) m^9-< h~&m^z>jj&te. mz-it, ^/^^s^wi c^n 

15 n*;UA, ^■-fb^^V'^. v^^a-^— 7VK f h7t Kn77^) "t 1 ^ 

(fys?^. njxf/i/j^y, v^fvur^y >\ i?*^-tvT^j try 

20 iA^/l^c— 7VK 7h7tFU77^) 0~4 0 < Cl?^^*5r 
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(2) fi^Bft&7kfc&JBv^;frifeW\ 0iJ*.tfs *^>BftS:*«»»fflE 

10 £ 0 — 4 o'C-CSJ&^-tirS-^-^ 9fr**?H5o 

(3) tt-a^WSrffiv^S^ifettH Mx.f^> *;^i7^^ 3T*i^#£ 

7h7tKP77^) I 3 . HSJ7$y (tlv?^ fy 

^-f-^T 5 ^ t?* f^7= y s?* f-jvr % ; t° y <d^^et^ 

15 fcfi^^&T. (1, 3 n^*^*^*^ 5 K (DCC) „ 

[3- ) ^afcW] #/V7j^-f 5; K (E 

DC) „ 1, 1* -UjVi$=.)\>*J>J %?V—?V (CD I) N 

-y ^/utr y ^=17^3 i -^"o tr/u*;^*^ssR^«S7K4fc (1- 

propanephosphonic acid cyclic anhydride^ PPA) ^) Sf,ffiV\ 1 -t Kn^rv' 
20 ^Xh!J7^ (HOBt) ©^&T*fctt^MWETs 0~4 0^ 

-tht> (i) x (2) 33 J; 15 (3) ©KJfcfi^ V^THfc^i&tttf* ' (T/v 
(l-b) -J&5£ (i-l) -C^SIxS-fb^ftw^*). Q 1 ^ 
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R 30 

R 30 fiHtria^RC#*^t?i- o ) x~hv, r\ a % b n r\ g 
v^t-g^ i-/it>*>— (i -ib) 



5 




(Mb) 



j^T© (l-b-l) 3cfcte (l-b-2) ^^tb^.^'ife^.to-C^ig-rsr 
(l-b-l) — (I -lb) -C^SftSffe-a-Wtt, (I —la) T*^£*L 

(1) T/IOE7 y *ftTT?OJtt«»RJfSN 

(2) «#TT*©»W, 

15 (3) ;to**^&/Bv^jlfc«fltf^ vasaprfbn*. 
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(2) im*#TT?©jtt«fliRf5ttx mmmm 
^pd^ v?**?-^ SBfe^^K r=y-/n») W<« (gBfc 

(3) »n**^#Srffi^aJtt««RJiSW:, #Jx.fc£s ^/i^ 

10 az^) , ^b^fc (T-feh^. ^ *5-,vau=f->V>r h ^) . =■ MJ A'* (T 

ftffiSfcW^ET^^BB^T^fctt^BfeT^^^A^jfiET. 0-2 0 

is o o cwiaaT*fT^fc>n^o 

20 

-Cttt-^/Wfi, -C (CH 3 ) ^OCHafci^y^S^^f bH^ 

V\ Mx.f^> T. W. Greene b, Protective Groups in Organic Synthesis, Third Edition, 
25 Wiley-Interscience, New York, 1 999 I^IBtt £ frfc t> <Z>2 S ^ V ^ *L -5 „ 

(i-b-2) (i -ib) -ea%*tb*^»w:, — wss (n) x~7jk£frz>ik 
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^fc»CT/J 



&mt-f&& civ) 

HR 30 N-OH (IV) 

5 rwr ^ K^bRiStts ( i - a ) &m(D&mkmmz.nt£t>ti*o 

(l-c) — Jtt^ (I-D T?^*tt5{b'&*)©5*)N Q 1 ^ 

o 

A ^OR 31A - 
N 3E 

R 30 

10 ^a6Sr^*i-5»«r**3i-ft^»^ i-fcfc>fc— *E£ (I -lc) 




(l-1c) 



(5£tK R 1 B > A B > B B . R 8B , G B te^tb*:tlR\ A. B x R\ G £ 1^ 

15 ZfrZfc&mte, —Ma (I -la) •C^JJl^M^^ r 1a > A\ B A , 
^#^^SS:^^ri-5SSr^*>i-{k^, (I-la-l) 
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(1-1 a-1) 



(SStfU R 1A "\ A A "\ B A ~\ R 8A "\ G A - l tttfl^nR l \ A A , B A . 

TirhT5:K^^/^ b V 7 fvi^g, 7-fe^vV-S^W bH5„ 

X.f^ N T. W. Greene Protective Groups in Organic Synthesis, Third Edition, 
Wiley-Interscience, New York, 1 999 l-IB^ £ ttfc & <D V ^ b frb 5 „ 

20 (1) 7;^'J^TOSiWJ{?s 

(2) glte#M*TT^j&^£/&. 

(3) J5JD7K^5^?^fflv^m^^ 

(4) &m$g&*m^z>&iumBii&^'Z> t ^-T bnz> 0 

(1) ~ (3) (Dfcfoi*, HufBUfct Ka^i^c9{£MS<^Jft&^jS£: 
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jggfft (f >!J 7x=;^A7^y^7^!)A (o) &m 

Vvt, 0 — 4 0°C(DMMX*fttet>tlZ> 0 
10 (l-d) — (I-l) £ 5 fl^fe Q 1 ^ 

«^-**«r*to-r^4b. «3£ (I — id) 



15 




(Md) 



1) -Jtt* (I -lb) X'TjkZtlZfc&yotps R\ A N B. R 8 , G©5V> 
*"r*SSr**>i"^Wx "f Jfcfcia— (I-lb-1) 
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wo 




-r^x(Dm^nmt&tmcMw^mt>-t 0 ) x-^n^^m^r 

2) -J&5£ ( I -lc) T»***i5ft^ft«:l: KodF-9-A|ft©fit«S©Jtt^fl|R 
5 ^^f+t r 1 1 i o -cHltS ^ t 5„ 

l) ©KfiM*RJSW\ (1-b-l) ^-h&fei:lRl«lc, £fc2) ©Jfc»«R 
j&te (l-c) |C35^f*fe4:ra«fcfT*5r.fcj6S*Ct*. 
(2) (I) T?^*ix5*3BMft:-&«w5^ -«5£ (1-2) 




(2- a) -«6SC (1-2) -e^SJl5ft^©5*>> Q a # 5 

15 -c&sib-a-i&u «a; ( i -2a) 
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tester*. En^^ftfcioxiMSi-s 5. 

(2-a-l) — «5t (I ~2a) T'^ Sih/S-fb^*© 5 +>. R\ A. B N R 8 . G 
5 S&VMfrg-*^ -*-fcfc>fc— Jtt5£ (l-2a-l) 




-Jtt* (v) 




15 y^f/W7^!>At Kp^VK (bp h^B ;Sftffiff) s J^tK^ 

Bfe N t -t/^/w^v-;*-^ v- KSS) <d#£et. - 2 o ~ 5 otofflH-efift 5 

(2-a-2) — m& (I ~2a) ^SftS-ffe-frtt© 5 R\ A, B. R\ G 
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t8St*btfl5^*, i"ft*?*>— JRS; (l-2a-2) 




— JR5S; (I-2a-l) ^SSnS'ft'g'fc'K R 1A . A A N B A , R 8A . G A (D 5 ^b'J? 

m-rz>m*mfr-tib&vo, -r*t>*>-«s; d-2a-i-D 




10 laoTMtSit^T'tS, 

r.©I&R«EJSH\ (i-b-i) \ZL7Mrj&si:mmz.ftt£5z.btfi"e&&o 
(2-b) (1-2) T?^$n5^«b0 5*>. Q a a*SR 82 (36*K 

R 32 f»ISiIS]CS*^^-ro ) T?*)*^^ -tte*>1b— «5* (I -2b) 




(l-2b) 



15 -T-<-C©lB-^fiMIBi:^C#*S:^^i- 0 ) T^$n5f^i 

(2-b-i) — J&5£ (I -2b) f/T$tv5f-t- ;«o5*), R\ A, B N 
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ft wfb£^ i-ftfr-fc— (l-2b-D 




(l-2b-1) 




iwriBfcrac**&*fc»i-. ) x^^^s^^t-^ (vn) 

R 32A S-G (VII) 

10 oct, Gtt#vv^ y ^^©r/^yM^u R 32A f4tuis 

iORjtStt, (N, N-^^*^7 5 h\ 5^?7U 

(2-b-2) HR5S; (i -2b) ^R»fl £ o5*>s R\ a, b, 
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^^ttSl^t^f^i, -ttZfrlb— tBt& (l-2b-2) 
(R 8B ) n 

(R' D )fiH- A B j— E-\ B-j—G B — L— SR 32 (l _ 2b -2) 



(I-2b-l) T'^tbStel^l'K R\ A, B. R\ Gtf> 5 

S*Sr**?i-^*N i-**?^>— jRSt (I-2b-l-l) 



,(^^E-^B^— G A — L— ! 



(R )i 



10 ^J:oXSi3t-r5ri:^"e#5 0 

(2-c) — jtt^: (i-2) T-^£;ft5fb-a^<z>5^ Q z a s 



-R-OR 33 £ 
OR 33 



15 (I -2c) 

Pls-i A *J-<* L — d-2c) 
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(2-c-i) —flea; (i -2 C ) -es%$ax5*^5iiN^BaB*#o5'fe, r\ a, b, 

5 a>oR a3 *«**JR^«:**>**VMb-fr«j, (I-2c-l) 




(I-2C-1) 




(vm) 

o 

H » QR 33A (VIII) 

N OR 33A 

is ^ ©sorts' (7k*^hy^^ ^A-y^fr-Mw #&t. ^ 
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(2-C-2) -#5fc (I -2c) ^SfrlSffc^*©^ R\ A. R 8 N G 
fcfr-fc— JttS* (I-2c-2) 

f — >< (R8B)n ° 

<R 1B te+ aB V E -( B 7- GB - L — %° R C C-2C-2) 



(i-2c-D -e**ix«^4fiJ©5*>s '>4<H-o©«»*^fc7 5 

(I-2C-1-1) 

D 8A-1. 



(R 1M1 )m 



G A1 - 



o 

-L— P, 



X OR 32 



r©KftSS«ll, (l-b-D fc7*1rXmkmm^ftt£?^ktfX*ZZ> 0 

(2-C-3) — JftaS (I -2c) T-*^*l5^©5^ R\ A, B N R\ G 

d^oR'^STKSRia^Sr^^i"^*. Jtt^l (l-2c-3) 

-^JR^n O 

A-h-E-V B A '|-G A — L— P<^OH (,- 2c . 3) 



(R )j 
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(l-2c-l) X'^^tv^jk^Sr^^^^S^M^^R^^i" 

o *<m-7- h y i7 «tt^mb h y y ^fcfi*^ h y ^ 
10 (2-c-4) — jte* ( i —2c) -e^snsfli^*©?*), #tt£*i/r^fcv»*;* 

(I-2C-4) 




(I-2C-4) 



1) — «5£ (I-2c-3) T^^Wft^HR 1 *^ A A . B A . R 8A . G A 
/vSS:-g-^ri-5SS:^*>i-ft^ < »N 1"* (I-2C-3-1) 




(I-2C-3-1) 



20 (st*. i-^xwiB-^-ttiwria^iaicitflesr*^. ) x'TFznzit&va&T 
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2) —fB&t (l-2c-2) ^$'^S^«b^*^*/S©«aS©JK«SlRJ5S^ 
5 l) (ORj&tis (i-b-i) l^t^ir^fc, *fc2) ©SJSW: (2-c-3) 

(2-d) (1-2) T?^*^*^*©!)*,, Q 2 ^ 

*» 

10 t>— JKsS (I -2d) 




(l-2d) 



(2-d-i) — jHsfc (i -2d) T-^frS-fb-a-te?^ R 1 ^ a n B N R\ G 

Wb£>*&, «5* (l-2d-l) 




(l-2d-1) 
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— (n) ■v7js£ti&*A'tfi'wmmft£--&& (ix) 

HNR 34 R 35 (»X) 

5 £<B7 5 KfbRJfctt* (1-a) ^-T^?fei:^^ff^5-ir^-e#Sc 
(2-d-2) — DStA (I -2d) T'^HSte^© R\ A. B, R 8 „ G 

■rz>&&3tt>-t{£&m. -rtstfr-h— as* d-2d-2) 




(l-2d-2) 



— «SC (l-2d-D WStLSffe^tooS^ R 1A > A\ B A , G A ©5t>^)& 
K>-*r\\&m, -ttett— «SS (i-2d-i-D 




(l-2d-1-1) 



15 -f^xolB#f4*riai:IPIt**4r**>i-- ) T?*SH*fc-g'*«rT 

£©IIBfi*«RJSHu (l-b-l) fcia#K:fTfc 5 r.£ 

— flK^t. (n) . -J&5£ (m) . -IKS; (iv) , -HHst (v) . -«s£ (vi) % 
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— /&5£ (vn) jsixj*— j$5£ (vm) T^$;ft£te^4^te<k&T*&5;a\ £fc 

15 (1) A5 4 9&BJ!&a>b© I L-60^t^i-5RE*^t4S!l^ 

1.5 X 1 0 4 ^Wfc hJftii&&5feM*A5 4 9ft8fl&£l 00^1© 0.5%* 
->fl£jftlk?ff (KT, FB S tB&l3i-5o ) ^P^/^^^^-f-^Htifi 
(DMEM) fcfflUBU 9 6 V^/U-vJfU-J'U— h*X*— MM<Om^^., 
20 ^-^)VHr^y K (DM S O) \Z*feffi L-fcS* <Om^(D^.mt^ 2 0 

/z 1 joit/^jfiL^DMEM^^bTt 12.5n g/m 1 OM^M^S^E^F 
-« (TNF-a (Genzyme *fc, ^^mTNF-H) ) 8 0 /i 1 
>toL7c 0 2 4^69^^ 1 0 0 n 1 <Di«li?»£rlI]iDtU g£Lfc I L 
-6tM^ Vjl"<l/ YTy^L-i (ELI SA) (R&D Systems 
25 *±, * * n D6050) {CT®]£ U &&te^©lM?£4££fm U50 % 

jg^ia*^ (ic 50 ) §r**fc 0 ^jxtf. mmm24k&%>(D i c 50 *± o.is 
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(2) t vmmmm^ho i L-6m£.fctt-rz>m.mwi&m%: 

3.0 X 1 0 3 «@<D!J !>vfIfwMM2 0 OiilOl Oo/o^VflSJElfiL 
5 M»JDMEMM-$1 U 9 6 b *PX*— m&<DmW&, 

(DMS O) tZLjgfl? Lfc@* ©^<5D^-ft;^ 2 0 ju 1 *S £0^2.5% 57 v'BS' 
j£«^nDMEM(C^Lfc 5 n g /m 1 (D^S^-Y — 3^- 1 
J3 (IL-lfl (Genzyme *±, # n ^#-5§- 80-3688-01) ) 8 0/il SrgS&Il 
10 Lfc„ 2 4B#R!1»J#ML lOOjil tf>ig#±?ff£rlHmU M=Ufc I L — 
6MELI SAS (R&D Systems *±. ^7 ^ d D6050) ICTSll^U ^ 

=tfcfc^*©ffi.*fiH4«:3*wu 5o%m^pj.*^ (ic 50 ) tr^&fco 

(3) =7v f^7-^yi»^r/>W5M 

15 Slf^itttDAys/b (SLC) 3H£/BLfc 0 MUttM^ it2 4± 
2*C* ig5 5±5% J$8H1 B 1 2B#p H ^^;W;iAXimcfag£;Jx*:S!j 
^X^Wbfcc UiW-tes H^^j- (CE-2 ; 07|s:^lx-T) fei^TKit 

. ^Mtwr^m^-^v^m^tLo -tttfr^ v-fum.*?—?^ (0.3% 

20 %m. ^y— i?i/&ffm&£: #K-4i, iot.11214, QKT, cn i:B&-r„ ) 

i:7D/fy FW^^Tv^a^ ^ b (adjuvant incomplete freund\ DIDCO 
#0639-60, £*T, IFA£:IB&-fo ) <Sr/BV^T> CH : : IFASrl : 

1 : 2 ©JfcT«n bfc^. (l#rai?|-e2 0$>X 30) 

/t'v'a ^^rP^Lfc r (O^^r^-J a ^ (0.75m g of Cll/m L) Sr7yff 
25 gB&ftKl 0.1mL-f 04 ^Ffl-S^-bfCo $ b^.ii^t bT 1 MP^i- 0.15 
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fc„ Htl5<fc©iNffif^ OstennanT. etal. (Inflamm. Res., 44, 258-263, 1995) <D 

mm u> mm&vnm** nt u/t 0 * t^^* ^ (unicom, 

5 TK-101CMP) &/BV^4HBft»a&flfSrffl£l'fc. 

(4) «-a*3WI&©l«Jil»c*rr5«Hli!I^ffl (^y-tfhn) 

#SAIiHJi&$: 9 6 h \Z 5,000cells/well ©|8ia^St*It U 1)20 

10 ^ (BrDU) 4r#&3I^MlR5a**N ^©Ifc 9 52^fi& ELIS A b a 

1-M7-229, ^yy^y^^its) srjBwrasteLfco 

\Y&m<n BrDU ©]& 9 ji*Pit*SrSEHi UMfflMi&m.fc 550 %ffiL#»« 
(I C 50 ) Sr*«6fc 0 

15 A549 : t htifcM ; American Type Culture Collection (ATCC) X 
Colon26 : 7^111 ; mt^mmMl&MWre^*--. 
A375 : t r^ttHfefli ; American Type Culture Collection (ATCC). 
PANC-1 : t hH^BlftS ; American Type Culture Collection (ATCC^ 
KATOm : t h ; American Type Culture Collection (ATCC)^ 

20 HepG2 : t hfffB!^ ; American Type Culture Collection (ATCC). 

LU99: t MSftft ; Wi$At a-^yf-f Wfflt a-ryf^ x 

Lues : t mshs ; rasAt i^yf^xy^wa t ^-■^yt'f ^ 

25 PC14 me&WKffi* 

mm 
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was© w** * v/* rc i^mx&z> 0 

*38WCfflVN5ft;-^«»r±, 0^* (^J^tfs flHIBJfcs 3filg&-®. ¥ 

w& *J3§ EJ3§) 0s sm, mm - mwm, mm 
is m. mm. ttm&. $mm, m&m&. m%mm, mm 

n-mm, mumm, ifrm&m&m, m&m&n. fcrnm. m&m. 

(i) ^£ti&fc&m*itrt*frb<Dt&tti&t±. 
20 i) ^(Dm^m(o^m^xuy^tci^mm^(Dm^xx^y^tcnm^ 

3) 

-tz>ten*kixt£t<\ z<DW* <Dmmz\^x& J *-tz>Wt'&frte, puss 
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¥^ teSfS&Jft* S^fe> #yffil$M*fc:.l:0J* 

ftStf*. Mr> J&A— A*>fc«5. 10l:ot, lmgH 1000mg^fflT% 

15 o.img^bioomg©©ix\ i B i Ea»fe#E]#ifen«:# (if * b< « N 

20 -a-tfc^o 

55 



Copied from, i 0522823 on 02/25/2008 



WO 02/074298 



r PCT/JP02/02681 



is ®p#k nw&RU -worn. mma. ^mn. mmm 

#J T^^9«sp^Bft> #5^- b80 (Sftffiffi) ^0 x 
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4Mt«r£*s #ftte£D&#$ft«*Wfl80RL ftWPh &**!U RAftk ^ 

^•l^-^|©$!5t^rjSfett. ^H^StiPlMB 2,868,691 #*3.fclflPI*S 3,095,355 
#Kf£ L < IB® £ *VC ^ 5 o 

10 

"To 

NMRCOMI^* $ ttr 5 * y = ©*«EW\ Wfefc&M LfcJffiKSr* 
fl^^cf 3 ©T B S \± t --f^-sui?* tf-jv*/ y /\sm&^it>-f 0 

20 

6- C U-^a^/wOo^AO 75/] — ^^Mfe 



o 
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ml) 't'fl^Tv A—^a^^-JV^-yy^jV^Viv^Y (1.73 g) ©7h7t 

Fa77^ (8ml) JgJS&JniU oiC-Cli^raSH^Ufe. RJ&8£*ttl£2 

N« (8.5ml) &JP;U S®|xf ;U-f h 7 t Kn 7 7 yi«tiW 

U EAT©tttttt*rW-f«fl»fb^ (2.35 g ) " «r#fc. 
T L C : R f 0.40 (^ n n \ * $ S —;V= 9:1) ; 

NMR (CDClj+DMSO-de) : 5 7.90-7.82 (m, 2H), 7.68-7.58 (m, 4H), 7.50-7.34 (m, 
3H), 6.53 (t, J = 5.7 Hz, 1H), 3.49 (q, J = 5.7 Hz, 2H), 2.33 (t, J = 7.2 Hz, 2H), 1.75- 
10 1.60 (m, 4H), 1.54-1.40 (m, 2H) 0 

N- (1 -tT-As— 1 -p* b^v'^ h - 6 - C (4-7x=;^yy 

^) 7^/] ^fyr^; k 



T^=fV#ll^T. #%MlT*$^Ufc^4fc (2.24 g) tf>N, 
A/*M7?K (4 2ml) 1 - 1 Kn*^^/ F J) 7/-^'- * 

fljte (i.65 g) Sr*nx.> byxf/i/7?y (2.91 g) „ i-^^v-3- [3 

- (^W^) 7°ntV^ tf/WtfvMS K-ifiBMfi (2.07 g) % N- (1 
20 -t^/ls-l-* h*ri/^h*c^) T^V (1.14 g) SrlUMWlX.. 4B#B0M. 



o 



H H 3 C CH 3 



15 
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— (g^^^V- : n -^1^ : h V xf;V7 ^ >= 8 0 : 2 0 : 1 ) 
MU KT«ittf^ft5lSf^#I (1.79 g) £#fc 0 
5 T L C : R,f 0.36 (Sixf ;V : f y if ^y=20:l) ; 

NMR (DMSO-d 6 ) : 5 10.25 (s, 1H), 8.48 (t, J = 6.0 Hz, 1H), 7.93 (d, J = 8 1 Hz, 
2H), 7.75 (d, J = 8.1 Hz, 2H), 7.73 (d, J = 7.2 Hz, 2H), 7.49 (t, J = 7.2 Hz, 2H), 7.45- 
7.35 (m, 1H), 3.26 (q, J = 6.0 Hz, 2H), 3.20 (s, 3H), 2.03 (t, J = 7.2 Hz, 2H), 1.62- 
1.46 (m, 4H), 1.36-1.24 (m, 2H), 1.25 (s, 6H) 0 

10 

mmm2 

N-t [ (4 - :7^.=/W<^W /l^) ^^"t^T $ 

K 




15 ^Ml-C^jtLfc^b-a'^ (1.78 g) (D*?y— )V (4.5ml) »2N 

mm (4.5mi) ^iix.. i^^ssx-i#Lfc 0 ^^^^^u si 

T©^ttfi^tt5^W^ (1.24 g) &#fc 0 

TL C : R f 0.18 (^no^ : /—A* : 1- ^7 5y = 1 0 : 

1:1); 

20 NMR (DMSO-ds) : 5 10.33 (s, 1H), 8.65 (bs, 1H), 8.49 (t, J = 6.0 Hz, 1H), 7.93 (d, 
J= 8.1 Hz, 2H), 7.75 (d, J = 8.1 Hz, 2H), 7.72 (d, J = 7.5 Hz, 2H), 7.49 (t, J = 7.5 Hz, 
2H), 7.45-7.36 (m, 1H), 3.26 (q, J = 6.0 Hz, 2H), 1.96 (t, J = 7.2 Hz, 2H), 1.60-1.46 

59 



Copied from. .10522823 on 02/25/2008 



WO 02/074298 





PCT/JP02/02681 



(m, 4H), 1.36-1.23 (m, 2H)„ 

mmm2 en ~mmm2 (hs) 
mMmz (i) 



T L C : R f 0.10 n P aft/l'A : 7 ^ 7 9:1) ; 

NMR (DMSO-de) : 8 10.41 (bs, 1H), 8.74 (bs, 1H), 8.58 (t, J = 7.2 Hz, 1H), 7.93 
15 (d, J = 8.1 Hz, 2H), 7.76 (d, J = 8.1 Hz, 2H), 7.73 (d, J = 7.5 Hz, 2H), 7.49 (t, J = 7.5 
HZ, 2H), 7.44-7.36 (m, 1H), 3 .47 (q, J = 7.2 Hz, 2H), 2.28 (t, J = 7.2 Hz, 2H) 0 

H«J2 (2) 



O 



O 
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o 



H 
N 




OH 



TLC:R{ 0.10 ^ o n ftjuJ* ; * 5 J —jV= 9:1) 



NMR (DMSO-de) : 5 10.40 (bs, 1H), 8.71 (bs, 1H), 8.55 (t, J = 7.2 Hz, 1H), 7.94 



(d, J = 8.4 Hz, 2H), 7.76 (d, J = 8.4 Hz, 2H), 7.73 (d, J = 7.2 Hz, 2H), 7.50 (t, J = 7.2 
5 Hz, 2H), 7.44-7.36 (m, 1H), 3 .28 (q, J = 7.2 Hz, 2H), 2.04 (t, J = 7.2 Hz, 2H), 1.77 
(quint, J = 7.2Hz,2H) 0 

^»J2 (3) 

10 K 



TLC : R f 0.13 Pn*;VA : /—jV : h !)xf;l/7^y= 1 0 : 
1:1) ; 

NMR (X)MSO-d 6 ) : 5 10.35 (s, 1H), 8.66 (s, 1H), 8.51 (t, J = 5.7 Hz, 1H), 7.93 (d, 
15 J = 8.1 Hz, 2H), 7.75 (d, J = 8.1 Hz, 2H), 7.72 (d, J = 7.2 Hz, 2H), 7.49 (t, J = 7.2 Hz, 
2H), 7.45-7.36 (m,. 1H), 3.29 (q, J = 5.7 Hz, 2H), 1.99 (t, J = 6.9 Hz, 2H), 1.60-1.45 
(m, 4H) D 

H»*!2 (4) 



O 



O 
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T L C : R f 0.23 o n : ? y —/V : h J7 zlJ-jVT ^=10 : 

1:1); 

NMR (DMSO-d 6 ) : 5 10.33 (s, 1H), 8.66 (bs, 1H), 8.48 (t, J = 5.7 Hz, 1H), 7.93 (d, 
J = 8.4 Hz, 2H), 7.75 (d, J = 8.4 Hz, 2H), 7.72 (d, J = 7.2 Hz, 2H), 7.49 (t, J = 7.2 Hz, 
2H), 7.45-7.36 (m, 1H), 3.26 (q, J = 5.7 Hz, 2H), 1.95 (t, J = 7.5 Hz, 2H), 1.60-1.43 
(m, 4H), 1.38-1.20 (m, 4H) 0 



^12 (5) 

{ [4- (4-^nn7i^) ^^y-T/V] T^/} 
P Q 

.OH 




15 T L C : R f 0.13 n a tJvUA : * $ J : h V ^^f^T % >-= 1 0 : 
1:1); 

NMR (DMSO-dg) : 5 10.45 (s, 1H), 8.74 (s, 1H), 8.60 (t, J = 6.0 Hz, 1H), 7.93 (d, 
J = 8.7 Hz, 2H), 7.77 (d, J = 8.7 Hz, 2H), 7.76 (d, J = 8.7 Hz, 2H), 7.54 (d, J = 8.7 Hz, 
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2H), 3.48 (q, J = 6.0 Hz, 2 H), 2.28 (t, J = 6.0 Hz, 2H)„ 

mmm2 (6) 

N-tKD^-5- { [4- (4-? vvf7^~/u) 7^7} 
5 ^y^yj^ K 

o o 




TLC:Rf 0.16 n n zfr/l^ : ^ ^ / — ;U : f> V ^ ^= 1 O : 

1:1); 

NMR (DMSO-d 6 ) : 6 10.35 (s, 1H), 8.66 (s, 1H), 8.52 (t, J = 5.7 Hz, 1H), 7.94 (d, 
10 J = 8.7 Hz, 2H), 7.76 (d, J = 8.7 Hz, 4H), 7.54 (d, J = 8.7 Hz, 2H), 3.26 (q, J = 5.7 Hz, 
2H), 1.99 (t, J = 6.9 Hz , 2H), 1.60-1.42 (m, 4H) D 

£MM2 (7) 

N- fc Kn^riX- 6 — { [4— (4-^nn7i^)'<y/-r/l'] 75/} 
15 -^M^TS: K 




T L C : R f 0.20 n n Tft/UA : J $ J ~/V : h V ^fv^T 5 l/ = 1 0 : 
1:1); 
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NMR (DMSO-dfi) : 5 10.33 (s, 1H), 8.65 (s, 1H), 8.50 (t, J = 6.0 Hz, 1H), 7.93 (d, 
J = 8.7 Hz, 2H), 7.76 (d, J = 8.7 Hz, 4H), 7.54 (d, J = 8.7 Hz, 2H), 3.26 (q, J = 6.0 Hz, 
2H), 1.95 (t, J = 7.5 Hz, 2H), 1.60-1.45 (m, 4H), 1.36-1.20 (m, 2H) D 

5 HMJ2 (8) 

N-t Kn#^-7- { [4- (4-^ a a •? ^y/^] 75/} 
IsT % K 



TLC : R f 0.20 n a ^/WA : * Z J —)^> : h V ^f^7 5 1 O : 
10 1:1); 

NMR (DMSO-ds) : 5 10.33 (s, 1H), 8.65 (s, 1H), 8.49 (t, J = 6.0 Hz, 1H), 7.93 (d, 
J = 8.4 Hz, 2H), 7.76 (d, J = 8.4 Hz, 4H), 7.54 (d, J = 8.4 Hz, 2H), 3.26 (q, J - 6.0 Hz, 
2H), 1.94 (t, J = 7.2 Hz, 2 H), 1.60-1.40 (m, 4H), 1.40-1.20 (m, 4H) C 

15 «#J2 (9) 

N-fc [ (4-v^u~.^/W<^y^) 75/] ^u/-? 



O 



o 




^7 5 K 



O 



o 
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T L C : R f 0.17 (^nn /fr/i^A : * $ J : b ]} zil^-jUT ?>=10 : 
1:1); 

NMR (DMSO-de) : 8 10.43 (s, 1H), 8.72 (s, 1H), 8.42 (t, J = 6.0 Hz, 1H), 7.74 (d, 
J = 8.4 Hz, 2H), 7.29 (d, J = 8.4 Hz, 2H), 3.43 (q, J = 6.0 Hz, 2H), 2.62-2.40 (m, 1H), 
5 2.25 (t, J= 7.2 Hz, 2H), 1.86-1.64 (m, 5H), 1.50-1.15 (m, 5H) C 

(i o) 



T L C : R f 0.18 (>7 n zfr/PA : ^ 7 — /U : h ]J ^5vl^T $ ^= 1 0 : 
1:1); 

NMR (DMSO-d.s) : 5 10.36 (bs, 1H), 8.37 (t, J = 5.7 Hz, 1H), 7.75 (d, J = 8.4 Hz, 
2H), 7.28 (d, J = 8.4 Hz, 2H), 3.22 (q, J = 5.7 Hz, 2H), 2.60-2.45 (m, 1H), 1.97 (t, J = 
15 6.6Hz,2H), 1.84-1.64 (ro, 5H), 1.58-1.16 (m, 9H) 0 

2(11) 



o 



o 



10 
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o 



T L C : R f 0.21 n ta ft;UJ» : * $ J —>V ■ b ]} =c^)VT ^=10 : 
1:1); 

NMR (DMSO-ds) : 5 10.33 (bs, 1H), 8.33 (t, J = 6.0 Hz, 1H), 7.75 (d, J = 8.4 Hz, 
5 2H), 7.28 (d, J = 8.4 Hz, 2H), 3.22 (q, J = 6.0 Hz, 2H), 2.60-2.40 (m, 1H), 1 .94 (t, J = 
7.2Hz,2H), 1.85-1.64 (m,5H), 1.57-1.15 (m, 11H)„ 

WJ2 (1 2) 

N-tKadrv— 7- [ (4-^^o^W^y^;V) 7^y] 
10 i^T ^ K 



TLC : R f 0.24 (^oa*;VA : ^ ^ J — A* : f !)xf;V7^>= 1 0 : 
1:1) ; 

NMR (DMSO-d fi ) : § 10.32 (s, 1H), 8.32 (t, J - 6.3 Hz, 1H), 7.74 (d, J = 8.4 Hz, 
15 2H), 7.28 (d, J = 8.4 Hz, 2H), 3.20 (q, J = 6.3 Hz, 2H), 2.60-2.40 (m, 1H), 1.93 (t, J = 
7.2 Hz, 2H), 1.84-1.63 (m, 5H), 1.55-1.15 (m, 13 H) 0 

§H«>I 2(13) 
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o o 




TLC : R f 0.13 (^nc^ : J—>V : b JJ ^jUT ^ 1 0 : 
1:1); 

NMR (DMSO-d 6 ) : 5 10.48 (bs, 1H), 8.56 (t, J = 6.0 Hz, 1H), 7.88-7.78 (m, 2H), 
5 7.57-7.40 (m, 3H), 3.46 (q, J = 6.0 Hz, 2H), 2.28 (t, J = 6.0 Hz, 2H) 0 



Hi&m (14) 

Q „ 



"OH 



TLC :Rf 0.13 (^on ^/PA : ^ ^ / —/I' : h y zcf-A^T 5 V= 1 0 : 
1:1); 

NMR (DMSO-d*) : 5 10.42 (bs, 1H), 8.51 (t, J - 6.0 Hz, 1H), 7.90-7.80 (m, 2H), 
7.55-7.40 (m, 3H), 3.31 (q, J = 6.0 Hz, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.84-1.69 (m, 
2H)„ 



mm 2. (1 5) 
N-fc KPdrv'— 5 



o 
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T L C : R f 0.13 n a zfc/l'A : * $ J —)V : h V if^7 5 V= 1 0 : 
1:1) ; 

NMR (DMSO-d 6 ) : 8 10.35 (s, 1H), 8.46 (t, J= 5.7 Hz, 1H), 7.87-7.79 (m, 2H), 
7.56-7.40 (m, 3H), 3.24 (q, J = 5.7 Hz, 2H), 1.98 (t, J = 6.9 Hz, 2H), 1.60-1.42 (m, 
5 4H) 0 

mMM2 (16) 




10 TLC : R f 0.13 (^po*/V^ : *9 J^-fr'. hi) ^^-/UT 5 = 1 0 : 
1:1); 

NMR (DMSO-ds) : 8 10.33 (s, 1H), 8.43 (t, J = 6.0 Hz, 1H), 7.87-7.78 (m, 2H), 
7.54-7.40 (m, 3H), 3.24 (q, J = 6.0 Hz, 2H), 1.95 (t, J = 7.2 Hz, 2H), 1.60-1.45 (m, 
4H), 1.36-1.20 (m, 2H) D 

15 

^WJ2 (1 7) 

N-t KdAv'-7- Hy>/-f^7$/) ^^7U* 




TLC :Rf 0.13 n a jjvW* : ^ 9 J —)V : h ]) ^f/l'T 5 1 0 : 
20 1:1); 

NMR (DMSO-d,;) : 6 10.33 (s, 1H), 8.42 (t, J = 6.0 Hz, 1H), 7.88-7.80 (m, 2H), 
68 
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7.56-7.40 (m, 3H), 3.24 (q, J = 6.0 Hz, 2H), 1.94 (t, J = 7.8 Hz, 2H), 1.58-1.42 (m, 
4H), 1.38-1.20 (m, 4H) D 

mmm2 (i 8) 

5 N-tKn^-6- { [4- (4-i/7;7x-;U) ^W^U] 75/} 



T L C : R f 0.34 n n ft/UJ*. : ? ? S — ;V : ffiWt= 9 0:10:1) ; 
NMR (DMSO-d*): 5 10.32 (s, 1H), 8.70-8.40 (m, 2H), 8.02-7.90 (m, 6H), 7.84 (d, 
10 J = 8.4 Hz, 2H), 3.30-3.20 (m, 2H, overlap with H20 in DMSO), 1.94 (t, J = 7.2 Hz, 
2H), 1.60-1.45 (m, 4H), 1.40-1.20 (m, 2H) D 

mmmz a 9) 

15 / } ^fy7 5 k 




T L C : R f 0.38 n o tfcA-A : / ^ / — : 9 0:10:1) ; 

NMR (DMSO-de) : S 10.32 (s, 1H), 8.64 (s, 1H), 8.46 (t, J= 5.4 Hz, 1H), 7.90 (d, 
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J = 8.6 Hz, 2H), 7.72 (d, J = 8.6 Hz, 2H), 7.63 (d, J = 8.3 Hz, 2H), 7.29 (d, J = 8.3 Hz, 
2H), 3.30-3.20 (m, 2H, overlap with H20 in DMSO), 2.59 (t, J = 7.5 Hz, 2H), 1.94 (t, 
J = 7.2 Hz, 2H), 1.70-1.40 (m, 6H), 1.40-1.20 (m, 2H), 0.91 (t, J = 7.2 Hz, 3H) 0 

5 9mm 2 (20) 



TLC : R f 0.14 QS^m=nf-/U) ; 
10 NMR (DMSO-d s ) : 8 10.31 (s, 1H), 8.64 (s, 1H), 8.36 (t-like, 1H), 7.85 (d, J = 8.4 
Hz, 2H), 7.45-7.39 (m, 2H), 7.21-7.16 (m, 1H), 7.08-7.05 (m, 2H), 7.00 (d, J = 8.4 Hz, 
2H), 3.21 (q, J = 6.6 Hz, 2H), 1.93 (t, J = 7.2 Hz, 2H), 1.55-1.45 (m, 4H), 1.30-1.22 
(m, 2H) 0 

15 £%0g 2(21) 

N-t { [4- (4-^ h dr->7 ^ 7 =^riy) ^sVJ ?V\ T 




TLC:Rf 0.15 (g^^^/P) ; 
20 NMR (DMSO-dg) : 6 10.3 1 (s, 1H), 8.63 (s, 1H), 8.32 (t-like, 1H), 7.81 (d, J = 9.0 



O 



H 




OH 
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Hz, 2H), 7.04 (d, J = 9.0 Hz, 2H), 6.98 (d, J = 9.0 Hz, 2H), 6.91 (d, J = 9.0 Hz, 2H), 
3.75 (s, 3H), 3.20 (q, J = 6.6 Hz, 2H), 1.93 (t, J = 7.2 Hz, 2H), 1.54-1.43 (m, 4H), 
1.29-1.22 (m,2H)„ 

5 mm 2 (2 2) 

N-fc { [4- (3 -7*/ dr^n/tf- 1 'O' 




T L C : R f 0.23 (gf^t^A-) \ 
10 NMR (DMSO-de) : 5 10.30 (s, 1H), 8.63 (s, 1H), 8.50 (t, J = 5.1 Hz, 1H), 7.81 (d, 
J= 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.34-7.29 (m, 2H), 7.04-6.95 (m, 3H), 5.05 
(s, 2H), 3.24-3.17 (m, 2H), 1.90 (t, J - 7.2 H z, 2H), 1.53-1.44 (m, 4H), 1.30-1.22 (m, 
2H)o 

15 H»J2 (2 3) 

N-fc Kt»drv'-6- { [4- (3-^ h^S^Ptf- 1 
-f^3 T$y} — W7U' 
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T L C : R f 0.23 A>) ; 

NMR (DMSO-d 6 ) : 5 10.30 (s, 1H), 8.63 (s, 1H), 8.49 (t, J = 5.1 Hz, 1H), 7.82 (d, 
J = 8.1 Hz, 2H), 7.52 (d, J = 8.1 Hz, 2H), 4.33 (s, 2H), 3.32(s, 3H), 3.24-3.19 (m, 1H), 
1.92 (t, J= 7.5 Hz, 2H), 1.54-1.44 (m, 4H), 1.30-1.21 (m, 2H)„ 



*WJ2 (2 4) 

N-fc Kb*'>- 6 - (4-!7:K=7W<>'y>f A") 75/] 

^7 5 K 



10 TLC:Rf 0.13 (Bfflk^AO ; 

NMR (DMSO-d^ : 8 10.31 (brs, 1H), 8.65 (s, 1H), 7.72-7.68 (m, 4H), 7.50-7.36 
(m, 5H), 3.42 (br, 1H), 3.20 (br, 1H), 2.92 (brs, 3H), 1.98-1.86 (m, 2H), 1.55-1.25 (m, 
5H), 1.05 (br, 1H) 0 

15 mmm2 (2 5) 

N-fcKP^>-6- { [5- {4-* Y*r*y7 =f-*7^Z/-2.- 



T L C : R f 0.20 n a -fojvb. : * 9 S — /U= 9:1) ; 
20 NMR (DMSO-d^ : 8 10.31 (s, 1H), 8.64 (brs, 1H), 8.41 (t, J = 5.4 Hz, 1H), 7.67 
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(d, J = 3.9 Hz, 1H), 7.61 (d, J = 8.7 Hz, 2H), 7.37 (d, J = 3.9 Hz, 1H), 6.98 (d, J = 8.7 
Hz, 2H), 3.77 (s, 3H), 3.22-3.16 (m, 2H), 1.93 (t, J = 6.9 Hz, 2H), 1.59-1.40 (m, 4H), 
1.31-1.20 (m,2H)„ 

5 mMM2 (2 6) 

N-tKD^>-6- { [4- (3-^ h^r^V^y^-iy) -^^y-f ;v\ T 



T L C : R f 0.24 a n tJv^A : ^ y —jU= 9:1) ; 
10 NMR (DMSO-d 6 ) : 5 10.30 (s, 1H), 8.63 (s, 1H), 8.36 (t, J = 5.4 Hz, 1H), 7.84 (d, 
J = 9.0 Hz, 2H), 7.30 (t, J = 8.1 Hz, 1H), 7.02 (d, J = 9.0 Hz, 2H), 6.78-6.74 (m, 1H), 
6.64-6.58 (m, 2H), 3.72 (s, 3H), 3.24-3.17 (m, 1H), 1.93 (t, J = 7.2 Hz, 2H), 1.58-1.41 
(m, 4H), 1.31-1.22 (m, 2H) 0 

15 mMM2 (2 7) 

(6 S) -N- t Kp^>- harv-y - [ (4-7^=A- 
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H 3 C. 




H 



OH 



T L C : R f 0.35 n a tIsjVJ* ; * 9 J —)V : ffim= 9:1: 0.1) ; 
NMR pMSO-dg) : 5 10.30 (s, 1H), 8.63 (s, 1H), 8.20 (d, J= 8.0 Hz, 1H), 7.94 (d, 
J - 8.0 Hz, 2H), 7.80-7.65 (m, 4H), 7.60-7.30 (m, 3H), 4.61 (s, 2H), 4.20-4.00 (m, 
5 1H), 3.60-3.40 (m, 4H), 1.93 (t, J = 7.0 Hz, 2H), 1.75-1.20 (m, 6H), 1.10 (t, J = 7.1 
Hz,3H) 0 

Hlfe^2 (2 8) 

(6 S) -N-tKadf-v'-y-t Ka^v'-6 - [ (4-7 = =^^/ 
10 «fA0 ^y7 5 K 



T L C : R f 0.33 a n tftA-A : /> * / —)V : BBtt= 6:1: O.l) ; 
NMR (DMSO-d^) : 5 10.31 (s, 1H), 8.63 (s, 1H), 8.05 (d, J = 8.2 Hz, 1H), 7.95 (d, 
J = 8.4 Hz, 2H), 7.80-7.65 (m, 4H), 7.60-7.30 (m, 3H), 4.68 (t, J = 5.5 Hz, 1H), 4.05- 
15 3.83 (m, 1H), 3.55-3.20 (m, 2H), 1.93 (t, J = 7.2 Hz, 2H), 1.80-1.10 (m, 6H) D 




OH 
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mMM2 (2 9) 

(6S, 2E) — N-fc Kndf-v'- 7 V*ci/* 2 -*^)V- 6 



5 TLC : R f 0.38 n n i£}VJ* : * $ J —?V : g£^= 9:1:0. 1 ) ; 
NMR (DMSO-dg): 5 10.65-10.30 (br, 1H), 8.80-8.50 (br, 1H), 8.26 (d, J = 8.4 Hz, 
1H), 7.95 (d, J = 8.4 Hz, 2H), 7.85-7.65 (m, 4H), 7.60-7.30 (m, 3H), 6.30-6.10 (m, 



(m, 5H), 1.10 (t, J = 7.2 Hz, 3H) e 

10 

«#J2 (3 0) 

(6 S) -N-t Yxx*t*/—T—^\>*? 9 S* h=3r->- 2-^^-/^-6- C (4 




OH 



1H), 4.61 (s, 2H), 4.22-4.05 (m, 1H), 3.60-3.40 (m, 4H), 2.25-2.05 (m, 2H), 1.80-1.50 



.CH 3 




O 



CH 3 H 




OH 
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T L C : R f 0.47 u u ^UM. : J ? J : gt&= 9:1: 0.1) ; 
NMR (DMSO-dg) : 5 10.34 (s, 1H), 8.65 (s, 1H), 8.20 (d, J = 8.0 Hz, 1H), 7.94 (d, 
J = 8.2 Hz, 2H), 7.80-7.65 (m, 4H), 7.60-7.30 (m, 3H), 4.60 (s, 2H), 4.20-4.00 (m, 
4H), 3.60-3.40 (m, 4H), 2.20-1.98 (m, 1H), 1.65-1.18 (m, 6H), 1.09 (t, J = 7.2 Hz, 
5 3H), 0.95 (d, J = 7.0 Hz, 3H) 0 

H»J 2(31) 

N-kKo^-5- |>^v^ (4-7x-/U'<y^;i/) 75/] 
>T 5 K 




O O 



TLC : R f 0.12 (Ifcg^^vlO ; 

NMR (DMSO-dfi): 5 10.33 (brs, 1H), 8.66 (brs, 1H), 7.73-7.68 (m, 4H), 7.50-7.36 
(m, 5H), 3.44 (br, 1H), 3.23 (br, 1H), 2.91 (brs, 3H), 2.01 (br, 1H), 1.86 (br, 1H), 1.54 
(br,3H), 1.30 (br, 1H) D 

«0ij2 (3 2) 

N-t Kpdfi/-4- [ (4-71=;^^^) -<yX 
75 K 



o 
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TLC : R f 0.29 QBm^fl') ; 

NMR (DMSO-ds) : 6 11.16 (s, 1H), 9.14 (t, J = 6.0 Hz, 1H), 7.99 (d, J = 8.4 Hz, 
2H), 7.78 (d, J = 8.4 Hz, 2H), 7.73-7.69 (m, 4H), 7.51-7.46 (m, 2H), 7.42-7.37 (m, 
3H), 4.52 (d, J = 6.0 Hz, 2H) 0 



H»J2 (3 3) 

N-fcKn^iX-3— [ (1R, 3R) -3— [ (4 -7 aL—jV^sV^tV) 



10 TLC:Rf 0.25 (^nD*7l/A : ^^/^k=9 : 1) ; 

NMR (DMSO-ds) : 5 10.34 (s, 1H), 8.66 (brs, 1H), 8.25 (d, J= 8.1 Hz, 1H), 7.92 
(d, J = 8.4 Hz, 2H), 7.75-7.69 (m, 4H), 7.50-7.36 (m, 3H), 3.83-3.70 (m, 1H), 1.97 (t, 
J = 7.8 Hz, 2H), 1.88-1.64 (m, 4H), 1.51-0.71 (m, 7H)„ 

15 *ifc0lj2 (3 4) 

(2E) -N-tKP^-6- [ U-^x^/W*^^ /I/) 7^7] ^ 



5 
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T L C : R f 0.14 o u jfr/VA : ;* — ^= 9:1) ; 
NMR (DMSO-ds) : 6 10.52 (s, 1H), 8.80 (brs, 1H), 8.52 (t, J - 5.7 Hz, 1H), 7.92 
(d, J = 8.4 Hz, 2H), 7.74 (d, J = 8.4 Hz, 2H), 7.71 (d, J = 7.5 Hz, 2H), 7.50-7.36 (m, 
3H), 6.65 (dt, J = 15.9 Hz, 6.6 Hz, 1H), 5.75 (d, J = 15.9 Hz, 1H) , 3.30-3.23 (m, 2H), 
5 2.21-2.14 (m, 2H), 1.69-1.60 (m, 2H)„ 

mmm 2(35) 

(6R) -N— t Kp*'>-.7-xK*^ [ (4-!7^~yV 



TLC : R f 0.40 n a j^/VA : ^ ^ J : @£^= 9:1: 0.1) ; 
NMR (DMSO-dJ : 5 10.40-10.20 (br, 1H), 9.20-8.25 (br, 1H), 8.21 (d, J = 8.4 Hz, 
1H), 7.94 (d, J = 7.8 Hz, 2H), 7.85-7.60 (m, 4H), 7,60-7.30 (m, 3H), 4.61 (s, 2H), 
4.20-4.00 (m, 1H), 3.70-3.10 (m, 4H, overlap with H20 in DMSO), 1.93 (t, J = 6.8 
15 HZ, 2H), 1.70-1.40 (m, 4H), 1.40-1.20 (m, 2H), 1.10 (t, J = 6.9 Hz, 3H) D 

H«J 2(36) 

N-fc Kn^rv^-3- ( {2- [ (4-7i^l"<V/'f/l') 7^/] 7"fc 



10 




78 



Copied from, i 0522823 on 02/25/2008 



WO 02/074298 




T L C : R f 0.26 n a : ^ * / —/V : Sfflfe= 6:1: 0.1) ; 

NMR (DMSO-d^ : 5 10.42 (s, 1H), 8.77 (t, J = 5.8 Hz, 1H), 8.10-7.85 (m, 3H), 
7.85-7.65 (m, 4H), 7.60-7.30 (m, 3H), 3.84 (d, J = 5.8 Hz, 2H), 3.60-3.20 (m, 2H, 
5 overlap with H20 in DMSO), 2. 14 (t, J = 7.4 Hz, 2H) D 

H«ij2 (3 7) 

N-fc Kn=3fv'-2- ( {3- [ U-^rvW^v'V/l') T5>] :7"u 

/•V-OW 75/) Tir^S: K 



10 




T L C : R f 0.33 : / * J — /V : g£^= 6:1: 0.1) ; 

NMR (DMSO-ds) : 6 10.52 (s, 1H), 8.90-8.70 (br, 1H), 8.53 (t, J = 5.2 Hz, 1H), 
8.19 (t, J = 5.6 Hz, 1H), 7.93 (d, J = 8.6 Hz, 2H), 7.80-7.60 (m, 4H), 7.60-7.30 (m, 
3H), 3.61 (d, J = 5.6 Hz, 2H), 3.59-3.40 (m, 2H), 2.43 (t, J = 7.4 Hz, 2H)„ 

15 

H«J2 (3 8) 

N-t Fn^>>-5- [ (4 -7 zs.^7\"<l'V 4 ^) 75/^f^] 
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TLC : R f 0.30 n p TjvWA \ J — /U= 9:1) ; 
NMR (DMSO-d,,): 5 11.20-11.00 (br, 1H), 9.23 (t, J = 5.8Hz, 1H), 9.18-8.98 (br, 
1H), 7.97 (d, J= 8.4 Hz, 2H), 7.78 (d, J = 8.4 Hz, 2H), 7.73 (d, J = 7.0 Hz, 2H), 7.56- 
5 7.32 (m, 4H), 7.01 (d, J = 3.6 Hz, 1H), 4.63 (d, J = 5.8 Hz, 2H) C 

HWJ2 (3 9) 



10 




T L C : R f 0.17 (f^^^/V : ^ ^ / — 9 : l) ; 
NMR (DMSO-d*) : 5 10.32 (s, 1H), 8.64 (s, 1H), 8.37 (t, J= 5.7 Hz, 1H), 7.78 (d, 
J = 8.3 Hz, 2H), 7.36 (d, J = 8.3 Hz, 2H), 5.27 (t, J = 6.0 Hz, 1H), 4.52 (d, J = 6.0 Hz, 
2H), 3.21 (m, 2H), 1.93 (t, J = 7.2 Hz, 2H), 1.55-1.45 (m, 4H), 1.30-1.22 (m, 2H)„ 

15 

HWJ2 (4 0) 

[ ( 4 - 7 aL^/^i/v^^wK^yV) 75/] 

aV7 5 K 
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H 

.N 



o 



H 



T L C : R f 0.23 n n : * $ J - )V : 9 : 1 : 0.1) ; 

NMR (DMSO-d^: 5 10.38 (s, 1H), 8.20-8.00 (m, 1H), 7.65-7.20 (m, 9H), 3.39 (s, 
2H), 3.30-3. 10 (m, 2H), 2.10 (t, J = 7.0 Hz, 2H)„ 



MM 2 (4 1) 



10 TLC:Rf 0.43 u a jijvVA : * J —A* : g£^= 9:1: 0.1) ; 

NMR (DMSO-dg) : 5 10.50-10.05 (br, 1H), 8.90-8.40 (br, 1H), 7.80-7.50 (m, 1H), 
7.38-7.00 (m, 5H), 3. 10-2.85 (m, 2H), 2.60-1.00 (m, 18H, overlap with DMSO)„ 

(4 2) 

15 N-t { [4- (4-^ f^>7x=/V) ^^W/V] 



5 
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o 



H 



H 3 CO 




OH 



T L C : R f 0.49 P n */UJ* : ^ ^ / — ^ : Hf»= 6 : 1 : 0.1) ; 
NMR (DMSO-ds) : 5 10.28 (s, 1H), 8.80-8.45 (br, 1H), 8.42 (t, J = 5.7 Hz, 1H), 
7.86 (d, J = 8.4 Hz, 2H), 7.67 (d, J = 8.4 Hz, 2H), 7.64 (d, J = 8.8 Hz, 2H), 7.00 (d, J 
5 = 8.8 Hz, 2H), 3.78 (s, 3H), 3.30-3.10 (m, 2H), 1.91 (t, J = 7.2 Hz, 2H), 1.60-1.38 (m, 
4H), 1.38-1.10 (m,2H) 0 

mmm2 (4 3) 

N-t [ {A—y =c^;\y- 3— is? n^2r-te~j\s$sutf—/U) 

10 T^/l ^^-V-lsT 5 K 



TLC : R f 0.53 u n*;VA : * J —fr : BiFK= 6:1: 0.1) ; 
NMR (DMSO-d*) : 8 10.32 (s, 1H), 7.77 (t, J = 5.3 Hz, 1H), 7.45-7.10 (m, 5H), 
6.18-6.05 (m, 1H), 3.15-2.85 (m, 2H), 2.50-2.05 (m, 5H), 2.00-1.78 (m, 3H), 1.78- 
15 1.00(m,7H) o 

HJ£0»|2 (4 4) 




o 
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H 3 C. 



N 




O 



H 



OH 



I 

CH 3 



T L C : R f 0.30 V O /ivU-A : * ? / : ^m= 6:1: 0.1) ; 
NMR (DMSO-de) : 8 10.30 (brs, 1H), 8.75-8.40 (m, 2H), 8.20-8.05 (m, 1H), 7.88 
(dd, J = 8.8, 2.2 Hz, 1H), 6.59 (d, J = 8.8 Hz, 1H), 3.30-2.90 (m, 8H), 1.90 (t, J = 7.0 
5 Hz, 2H), 1.60-1.10 (m,6H) 0 

mmm2 us) 

N-tKa^v'- 6- { [4- (4-^bp7x=;W -3-t KP^i/y 



T L C : R f 0.14 n a tJv^A : ^ ^ J —jv : Sft£= 9 0:10:1) ; 
NMR (DMSO-cU : 5 10.31 (s, 1H), 8.64 (s, 1H), 8.49 (t, J = 5.4 Hz, 1H), 8.05 (d, 
J = 1.5 Hz, 1H), 7.77 (dd, J= 7.8 Hz, 1.5 Hz, 1H), 7.50 (d, J = 8.4 Hz, 2H), 7.42 (d, J 
= 8.4 Hz, 2H), 7.29 (d, J 7.8 Hz, 1H), 5.26 (t, J = 4.8 Hz, 1H), 4.39 (d, J = 4.8 Hz, 
15 2H), 3.30-3.23 (m, 2H), 1.93 (t, J = 7.5 Hz, 2H), 1.58-1.43 (m, 4H), 1.32-1.22 (m, 
2H) 0 

(4 6) 

N-kKu3rv'-6- [ (5 -^^^VtfU 5 v>^~ 2 -^f A^/Wtf^yV) 
83 
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H 



OH 



T L C : R f 0.38 n n ; * $ J *-tV : @£^= 6 : 1 : 0.1) ; 
NMR (DMSO-^ + CD 3 OD) : 5 9.25 (s, 2H), 8.00-7.80 (m, 2H), 7.65-7.35 (m, 
5 3H), 3.26 (t, J = 7.0 Hz, 2H), 1.92 (t, J = 7.4 Hz, 2H), 1.60-1.38 (m, 4H), 1.38-1.10 
(m,2H) 0 

«#>J2 (4 7) 

N— fc C (4 — n^^rS'/U 7x=^) ;fr/W<*>f /Kl ^ 
10 drfyj? K 



TLC : R f 0.33 (^aPT^/^A : * & / : Stftfe= 9 : 1 : 0.1) ; 
NMR (DMSO-de) : 5 10.32 (s, 1H), 9.74 (s, 1H), 8.64 (s, 1H), 7.46 (d, J = 8.4 Hz, 
2H), 7.10 (d, J = 8.4 Hz, 2H), 2.60-2.30 (m, 1H, overlap with DMSO), 2.25 (t, J = 7.3 
15 Hz, 2H), 1.93 (t,J = 6.9 Hz, 2H), 1.85-1.10 (m, 16H) 0 

mmm2 (4 8) 

N— fc Kd=3rv--6- [ (3 —Z7zl~/1'7^=-M #/W**>f /V] ^^-^^ 
75 K 



H 



H 
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T L C : R f 0.31 a n : * * J —)V : @fc^= 9:1: 0.1) ; 

NMR (DMSO-dfi) : 5 10.33 (s, 1H), 9.94 (s, 1H), 8.65 (s, 1H), 7.92 (s, 1H), 7.63- 
7.22 (m, 8H), 2.31 (t, J = 7.3 Hz, 2H), 1.95 (t, J = 7.3 Hz, 2H), 1.70-1.40 (m, 4H), 
5 1.40-1.20 (m,2H) Q 



mmw2 (4 9) 

N— t 4— [ (4 — 7isMy^) jojV/^-l }V~\ ~7 $ V7 

5 K 



o o 



10 




T L C : R f 0.21 a u zJn/PA : p« ^ / —/V : g^= 9:1: 0.1) ; 
NMR (DMSO-dfi) : 8 10.35 (s, 1H), 8.62 (brs, 1H), 8.32 (t, J = 5.8 Hz, 1H), 7.65- 
7.50 (m, 4H), 7.50-7.22 (m, 5H), 4.26 (d, J = 5.8 Hz, 2H), 2.12 (t, J = 7.2 Hz, 2H), 
1 .94 (t, J - 7.2 Hz, 2H), 1 .80-1 .60 (m, 2H) 0 

mMM2 (5 0) 

N-t Kndri/-6- [ ( 2 — t Kndp-V— 5 - 7*=^7x=;>) #yl^ 
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OH 



H 

.N 




O O 



H 



OH 



TLC : R f 0.23 u p-*^A : ^ ^ / — ^ : 9 : 1 : 0.1) ; 

NMR (DMSO-ds) : 5 10.30 (s, 1H), 9.93 (s, 1H), 9.26 (s, 1H), 8.63 (s, 1H), 8.03 
(d, J = 1.8 Hz, 1H), 7.60-7.15 (m, 6H), 6.89 (d, J = 8.4 Hz, 1H), 2.37 (t, J = 7.4 Hz, 
5 2H), 1.91 (t, J = 7.2 Hz, 2H), 1.70-1.38 (m, 4H), 1.38-1.10 (m, 2H) 0 

H«J 2(51) 

T $ K 



TLC : R f 0.37 (BH&^fvl') ; 

NMR (DMSO-dg) : 8 10.33 (s, 1H), 8.56 (s, 1H), 8.04 (d, J = 8.5 Hz, 2H), 7.82 (d, 
J = 8.5 Hz, 2H), 7.78 (d, J = 8.5 Hz, 2H), 7.56 (d, j = 8.5 Hz, 2H), 3.03 (t, J = 7.2 Hz, 
2H), 1.96 (t, J = 7.2 Hz, 2H), 1.62 (quint, J = 7.2 Hz, 2H), 1.54 (quint, J = 7.2 Hz, 2H), 
15 1.36-1.27 (m,2H) 0 

«#J2 (5 2) 

N-t [4- (4-^on^7^=/u) ^yy^fyl'] zf^^T 



O 



o 



10 
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o 



o 



CI 




N 
H 



,.OH 



T L C : R f 0.25 (g^cn^vU) ; 

NMR (CDC1 3 + DMSO-d*) : 8 10.36 (s, 1H), 8.58 (brs, 1H), 8.03 (d, J = 8.4 Hz, 
2H), 7.70-7.50 (m, 2H), 7.50-7.40 (m, 2H), 3.07 (t, J = 7.0 Hz, 2H), 2.23 (t, J = 6.8 
5 Hz,2H),2.10(m,2H) o 

mmm2 (5 3) 

N-fc Kti^i/-7- [4- (4-^nn7x^/W) ^^W/Kl ^-^^ ^ 
75 K 



T L C : R f 0.38 (g^o^/U) ; 

NMR (DMSO-cy : 5 10.32 (s, 1H), 8.64 (s, 1H), 8.04 (d, J = 8.5 Hz, 2H), 7.82 (d, 
J = 8.5 Hz, 2H), 7.78 (d, J = 8.5 Hz, 2H), 7.55 (d, J = 8.5 Hz, 2H), 3.03 (t, J = 7.2 Hz, 
2H), 1.94 (t, J = 7.2 Hz, 2H), 1.62 (quint, J = 7.2 Hz, 2H), 1.49 (quint, J = 7.2 Hz, 2H), 
15 1.37-1.26 (m,4H) 0 

mmm2 (5 4) 



10 
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TLC : Rf 0.48 (gt^c^/U) ; 

NMR (DMSO-ds) : 5 10.35 (s, 1H), 8.66 (s, 2H), 8.12 (d, J - 7.2 Hz, 1H), 8.02- 
7.95 (m, 3H), 7.68-7.58 (ra, 2H), 3.15 (t, J = 6.6 Hz, 2H), 2.00 (t, J = 6.6 Hz, 2H), 
5 1.70-1.57 (m,4H) 0 

mum 2(55) 

(7E) — N — t Kadfv'-6-t'Sry-8-7x=;W h-7-^VT 
3: K 



10 




TLC : R f 0.25 (ffflfcai^/U) ; 

NMR (CDC1 3 + DMSOO : 6 10.38 (s, 1H), 8.67 (s, 1H), 7.65 (m, 2H), 7.58 (d, J 
= 16.0 Hz, 1H), 7.42 (m, 3H), 6.82 (d, J = 16.0 Hz, 1H), 2.66 (m, 2H), 2.02 (m, 2H), 
1.60(m,4H) o 

15 

mum* (5 6) 

(7E, 9E) -N-tKn3ri/-6-^y-10-7i=/l/f3-7, 
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T L C : R f 0.22 (gfflftai^yU) ; 

NMR (DMSO-de) : 5 10.35 (s, 1H), 8.67 (s, 1H), 7.58 (m, 2H), 7.50-7.25 (m, 4H), 
7.12 (m, 2H), 6.32 (d, J = 15.4 Hz, 1H), 2.60 (m, 2H), 1.97 (m, 2H), 1.51 (m, 4H) D 

5 mmm2 (5 7) 

N- fc KcidpV— 5- [b] ?■ — 2— f /V*yV3j?=/W)' 



T L C : R f 0.32 (i^ai^vU) 
10 NMR (DMSO-4) : 8 10.38 (s, 1H), 8.67 (s, 1H), 8.36 (s, 1H), 8.04-7.99 (m, 2H), 
7.54-7.43 (m, 2H), 3.07 (t, J = 7.2 Hz, 2H), 1.98 (t, J = 7.2 Hz, 2H), 1.64-1.54 (m, 
4H) 0 

MM2 (5 8) 

15 ('O'y [b] 9^:7 ai^— 3 — f ^ 

Z/T % K 



T L C : R f 0.32 (g^JC^/iO ; 

NMR (DMSO-dc) : 5 10.34 (s, 1H), 8.95 (s, 1H), 8.65 (s, 1H), 8.61-8.58 (m, 1H), 
20 8.08-8.05 (m, 1H), 7.51-7.41 (m, 2H), 3.03 (t, J = 7.2 Hz, 2H), 1.98 (t, J = 7.2 Hz, 
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2H), 1.64-1.50 (m, 4H) D 

mmm 2(59) 



TLC : R f 0.28 (S^SSt^f-/U) ; 

NMR (DMSO-d^ : 5 10.34 (s, 1H), 8.67 (s, 1H), 7.98 (d, J = 8.7 Hz, 2H), 7.49- 
7.43 (m, 2H), 7.27-7.22 (m, 1H), 7.13-7.10 (m, 2H), 7.04 (d, J = 8.7 Hz, 2H), 2.97 (t, 
J = 6.9 Hz, 2H), 1.98 (t, J = 6.9 Hz, 2H), 1.61-1.52 (m, 4H)„ 

(6 0) 



15 T L C : R f 0.40 n n ^;1/J» . J — /U= 9:1) ; 

NMR (DMSO-d^) : 5 10.37 (s, 1H), 8.68 (s, 1H), 8.06 (d, J = 8.2 Hz, 2H), 7.82 (d, 
J = 8.2 Hz, 2H), 7.78 (d, J = 8.4 Hz, 2H), 7.55 (d, J = 8.4 Hz, 2H), 4.01 (s, 2H), 2.56- 
2.42 (m, 2H), 2.03 (t, J = 6.8 Hz, 2H), 1.82-1.64 (m, 2H) Q 



5 




O 



O 




90 



Copied from. .10522823 on 02/25/2008 



WO 02/074298 





PCT/JP02/02681 



mm®i2 (6 1) 

N — t KndF-?/— 3— [4- (4-^071^) -< W-f b df- ->] 



5 T L C : R f 0.25 n n ~. $ J — /V= 19:1); 

NMR (DMSO-ds): 6 11.30-11.00 (br, 1H), 9.16-8.90 (br, 1H), 8.01 (d, J = 8.6 Hz, 
2H), 7.88 (d, J = 8.6 Hz, 2H), 7.81 (d, J = 8.4 Hz, 2H), 7.57 (d, J = 8.4 Hz, 2H), 7.40- 
7.28 (m, 3H), 7.20-7.07 (m, 1H), 5.66 (s, 2H) 0 

io mmm 2(62) 

N-t Kn^>-3- [4— (4-^po7i^) s<l/-/^ /Uj-f-sl'*?-^ 



T L C : R f 0.42 n a Tfr/U-k : ^ # J 9:1) ; 

15 NMR (DMSO-dJ : 6 10.42 (s, 1H), 8.79 (s, 1H), 8.06 (d, J = 8.4 Hz, 2H), 7.83 (d, 
J = 8.4 Hz, 2H), 7.79 (d, J= 8.4 Hz, 2H), 7.55 (d, J = 8.4 Hz, 2H), 4.05 (s, 2H), 2.69 
(t, J = 7.2 Hz, 2H), 2.26 (t, J = 7.2 Hz, 2H) a 



O 



O 



CI 
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mmm2 (6 3) 

N-tKo d rV-4- [4— (4-^od7i=/V) ^y x //f/V^ h^i/] 
^X7$ K 



5 T L C : R f 0.34 n n xiVUA : ^ ^ / 9:1) ; 

NMR (DMSO-dg) : 5 11.07 (s, 1H), 9.50-8.40 (br, 1H), 8.10 (d, J = 8.4 Hz, 2H), 
7.88 (d, J = 8.4 Hz, 2H), 7.80 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 8.8 Hz, 2H), 7.57 (d, J 
= 8.8 Hz, 2H), 7.03 (d, J = 8.8 Hz, 2H), 5.69 (s, 2H) 0 

io mmrnz (6 4) 

N— t Kn#V— 4— [4— (4-^nn7x=i/l') -^^vVl^dri^] 



T L C : R f 0.24 (Mfc^A') ; 
15 NMR (DMSO-d 6 ) : 5 10.36 (a, 1H), 8.66 (s, 1H), 7.70-7.61 (m, 4H), 7.51-7.34 (m, 
4H), 4.47 (s, 2H), 3.42 (t, J = 6.3 Hz, 2H), 2.03 (t, J = 6.3 Hz, 2H), 1.76 (m, 2H) 0 

H«<J2 ( 6 5) 



O 




5 K 



H 
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T L C : R f 0.30 u p -fcjVJ* ; * $ J —?V= 9:1) ; 
5 NMR (DMSO-d 6 ): 6 10.37 (s, IH), 8.69 (s, 1H), 7.78-7.57 (m, 3H), 7.56-7.41 (m, 
3H), 7.01 (d, J = 8.6 Hz, 1H), 5.20-5.00 (in, 1H), 4.54 (s, 2H), 4.08-3.92 (m, 2H), 
2.06-1.94 (m, 2H), 1.82-1.56 (m, 4H) D 

mmm 2 (6 6) 

10 N— t Kpdf->- 5 — [4— (4 — ? zL^Jls) — Kn^v^ai 



T L C : R f 0.34 a a /fr/UA : ^ * J — 9:1); 
NMR (DMSO-d^rS 10.20-8.50 (br, 3H), 7.56 (d, J = 8.8 Hz, 2H), 7.44 (d, J = 8.8 
15 Hz, 2H), 7.08-6.92 (m, 3H), 4.02- 3.90 (m, 2H), 2.07-1.95 (m, 2H), 1.80-1.56 (m, 4H) D 

»0i!2 (6 7) 
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7$K 
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T L C : R f 0.35 (gEgfect^vl') ; 

NMR (CDCI3 + DMSO-d*) : 5 10.20 (s, 1H), 8.40 (brs, 1H), 7.75-7.60 (m, 4H), 
5 7.53 (dd, J = 6.6 Hz and 2.0 Hz, 2H), 6.98 (dd, J = 6.6 Hz and 2.0 Hz, 2H), 4.02 (t, J 
= 5.4 Hz, 2H), 2.21 (t, J = 6.4 Hz, 2H), 1.85 (m, 4H)„ 

mmw2 (6 8) 

N-tKo^-6- [4- (4-v^T/7.c^/^) ^^r-^^ 
10 75 K 

O 




TLC : Rf 0.30 (ffim^M ; 

NMR (DMSO-dg) : 8 10.35 (s, 1H), 8.60 (brs, 1H), 7.88 (d, J = 8.8 Hz, 2H), 7.82 
(d, J = 8.8 Hz, 2H), 7.70 (d, J = 8.8 Hz, 2H), 7.05 (d, J = 8.8 Hz, 2H), 4.02 (t, J = 6.5 
15 Hz, 2H), 1.99 (t, J= 7.0 Hz, 2H), 1.74 (m, 2H), 1.57 (m, 2H), 1.43 (m, 2H) e 

^WJ2 (6 9) 

N-tKB^>-5- [4- (4 — ? crn^a!—/^ ^^y^i^] ^ 
94 
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x> 



H 



"OH 



CI 



T L C : R f 0.47 o n : * $ / —;V : ffim= 10:1:1) ; 

NMR (DMSO-dfi) : 8 10.38 (s, 1H), 8.69 (s, 1H), 7.65-7.55 (m, 4H), 7.45 (dd, J = 
5 6.6 Hz and 2. 1 Hz, 2H), 7.01 (dd, J = 6.9 Hz and 1.8 Hz, 2H), 4.01 (t, J = 6.0 Hz, 2H), 
2.03 (t, J= 6.8 Hz, 2H), 1.80-1.60 (m, 4H) D 

mmm2 (7 o) 

N-tKP^->-7- [4- (4-V'T/'7i=/l') 7;r.y^^] V 
10 T 5 K 



T L C : R f 0.32 (REfe^fvl') ; 

NMR (CDC1 3 + DMSO-d 6 ) : 5 9.90 (brs, 1H), 8.20 (brs, 1H), 7.75-7.60 (m, 4H), 
7.53 (dd, J = 6.6 Hz and 2. 1 Hz, 2H), 6.98 (dd, J = 6.6 Hz and 2. 1 Hz, 2H), 4.00 (t, J 
15 = 6.4 Hz, 2H), 2. 14 (t, J = 7.5 Hz, 2H), 1.80 (m, 2H), 1.70 (m, 2H), 1.45 (m, 4H)„ 

H«J 2(71) 

[4- (4 — ^ c ci^rc^/V) 7^y^rV] ^^i?-^ 

75 K 




O 



H 
N 
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o 





N 
H 



CI 



T L C : R f 0.48 cz a fcsUJ* : * $ / —)V : gfc@£= 10:1:1); 
NMR (CDC1 3 + DMSO-d,;) : 5 10.24 (brs, 1H), 8.50 (brs, 1H), 7.55-7.42 (m, 4H), 
7.37 (dd, J = 6.6 Hz and 2. 1 Hz, 2H), 6.94 (dd, J = 6.9 Hz and 2. 1 Hz, 2H), 3.99 (t, J 
5 = 6.4 Hz, 2H), 2. 14 (t, J = 7.5 Hz, 2H), 1.80 (m, 2H), 1 .75 (m, 2H), 1 .50 (m, 2H) 0 

H»J2 (7 2) 

N- t Kadrv"- 7 — [4— (4-^pp7i^) ~7 J > 
7?K 



TLC : R f 0.50 p n Tft/VA : $ 7 — A* : WtW£= 10:1:1) ; 
NMR (CDCI3 + DMSO-d 6 ) : 6 10.26 (s, 1H), 8.50 (brs, 1H), 7.60-7.42 (m, 4H), 
7.37 (d, J = 8.4 Hz, 2H), 6.95 (d, J = 8.7 Hz, 2H), 3.98 (t, J = 6.4 Hz, 2H), 2.10 (t, J - 
7.5 Hz, 2H), 1.80 (m, 2H), 1.65 (m, 2H), 1.40 (m, 4H) e 

^JS^J2 (7 3) 

N-tKP^-5- [4— (4-^DB7s=A/) ^ ^— Z^^^-] 



H 



10 



CI 
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-S. 



H 



OH 



CI 



T L C : R f 0.28 (g^t^VU) ; 

NMR (DMSO-de) : 5 10.34 (s, 1H), 8.68 (s, 1H), 7.68 (d, J = 8.5 Hz, 2H), 7.61 (d, 
J = 8.5 Hz, 2H), 7.50 (d, J = 8.5 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H), 3.00 (t, J = 6.9 Hz, 
5 2H), 1.97 (t, J = 6.9 Hz, 2H), 1.69-1.53 (m , 4H) 0 

2 (7 4) 

N-tKn^-7- [4- (4 — ^ o P7x=/W) 71=;^] — 



T L C : R f 0.32 QS^t^^M ; 

NMR (DMSO-dg) : 8 10.32 (s> 1H), 8.64 (s, 1H), 7.68 (d, J = 8.5 Hz, 2H), 7.61 (d, 
J = 8.5 Hz, 2H), 7.49 (d, J = 8.5 Hz, 2H), 7.38 (d, J = 8.5 Hz, 2H), 2.99 (t, J = 7.2 Hz, 
2H), 1.93 (t, J = 7.2 Hz, 2H), 1.64-1.35 (m , 6H), 1.30-1.20 (m, 2H) 0 

mMM2 (7 5) 

N-fc Kndrv'— 4— [4— (4-^nn7x=;i') ^l/if/U^^-] ~f $ ^ 
T% K 



H 



10 
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T L C : R f 0.56 o n Tfc/WA ; } $ / —jV— 9:1); 

NMR (DMSO-dfi) : 8 10.36 (s, 1H), 8.67 (s, 1H), 7.70-7.55 (m, 4H), 7.52-7.29 (m, 

5H), 3.75 (s, 2H), 2.40 (t, J = 7.0 Hz, 2H), 2.03 (t, J = 7.0 Hz, 2H), 1.82-1.64 (m, 2H) D 

mm 2 (7 6) 

N-tKn*V-4- { [4— (4-^PP7i=/V) ^at^/^/^^/U] 




10 TLC : R f 0.12 (gf^n^vl^) ; 

NMR (DMSO-de) : 5 10.32 (s, 1H), 8.67 (s, 1H), 7.90 (d, J = 8.4 Hz, 2H), 7.85 (d, 
J = 8.4 Hz, 2H), 7.78 (d, J = 8.4 Hz, 2H), 7.69 (t, J = 5.7 Hz, 1H), 7.57 (d, J = 8.4 Hz, 
2H), 2.74 (m, 2H), 1.95 (t, J = 7.2 Hz, 2H), 1.61 (quint, J = 7.2 Hz, 2H)„ 

15 ^»J2 (7 7) 

N — t Ko#*>- 6 — { [4— (4-^nn7xr.;u) 7 ^c^/U^/l^rvl/] 
7$;} ^IM'TS K 
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CI 




H 
N 



-OH 



T L C : R f 0.24 (gfcifccc^vVO ; 

NMR (DMSO-d 6 ) : 6 10.30 (s, 1H), 8.64 (s, 1H), 7.89 (d, J = 9.0 Hz, 2H), 7.85 (d, 
J = 9.0 Hz, 2H), 7.77 (d, J = 8.5 Hz, 2H), 7.62 (t, J = 5.7 Hz, 1H), 7.56 (d, J = 8.5 Hz, 
5 2H), 2.73 (m, 2H), 1.89 (t, J = 7.5 Hz, 2H), 1.46-1.33 (m, 4H), 1.25-1.16 (m, 2H) D 

«#]2 (7 8) 

N-tKP^-5- [4— (4 — ^ O D7i^) 7x^7.^7^ =7t/j 



TLC:Rf 0.31 mm^=f-^ : * ? J — A*= 9 : 1) ; 
NMR (DMSO-ds) : 5 10.34 (s, 1H), 8.62 (br, 1H), 7.93 (d, J = 8.7 Hz, 2H), 7.77 (d, 
J = 8.7 Hz, 2H), 7.74(d, J = 8.7 Hz, 2H), 7.55 (d, J = 8.7 Hz, 2H), 3.05-2.95 (m, 1H), 
2.85-2.77 (m, 1H), 1.96 (t, J= 6.7 Hz, 2H), 1.70-1.42 (m, 4H) G 

2(79) 

N-tKD^-7- [4- (4 — ^Pa7i^) 7 *.—Jfc*jV7 4 

5 k 



o 

n 



H 



10 




99 
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o 



H 




S 



OH 



Ci 



TLC : R f 0.34 QgfSt^iV ■ * 9 J 9:1) ; 

NMR (DMSO-d^ : 8 10.31 (s, 1H), 7.87 (d, J = 8.4 Hz, 2H), 7.76 (d, J = 8.4 Hz, 
2H), 7.73(d, J = 8.4 Hz, 2H), 7.54 (d, J = 8.4 Hz, 2H), 3.02-2.93 (m, 1H), 2.83-2.74 
5 (m, 1H), 1.92 (t, J = 7.3 Hz, 2H), 1.72-1.60 (m, 1 H), 1.50-1.20 (m, 7H) 0 

J«I»J2 (8 O) 

N— fc Kndrv"— 5— [4— (4-^Pn7x^;U) 7x-/l'7.;l'*:->'l'] 
K 



T L C : R f 0.18 ; 

NMR (DMSO-d^ : 5 10.31 (s, 1H), 8.68 (s, 1H), 7.96 (s, 4H), 7.81 (d, J = 8.8 Hz, 
2H), 7.58 (d, 1— 8.8 Hz, 2H), 3.42-3.30 (m, 2H), 1.94 (m, 2H), 1.60-1.52 (m, 4H)„ 

15 H%ti|2 (8 1) 

N— fcKndri/— 7 — [4— (4 — 9 u a -y ^=-}V) 7i^/M/l'*-^] 




Ov P 



10 



100 
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CI 




H 



OH 



T L C : R f 0.21 (gfi&x.'f-jV) ; 

NM R (DMSO-d s ) : 5 10.30 (br, 1H), 7.96 (s, 4H), 7.80 (d, J= 8.8 Hz, 2H), 7.58 (d, 
J = 8.8 Hz, 2H), 3.32 (t, J = 7.7 Hz, 2H), 1.90 (t, J = 7.0 Hz, 2H), 1.63-1.20 (m, 8H) D 



»2 (8 2) 
75 K 



10 TLC : R f 0.37 (gm^M I 

NMR (CDC1 3 ) : 5 7.36-7.30 (m, 2H), 7.20 (d, J = 8.7 Hz, 2H), 7.12-7.07 (m, 1H), 
7.03-6.99 (m, 2H), 6.96 (d, J = 8.7 Hz, 2H), 4.06 (dd, J = 7.2, 5.7 Hz, 1H), 3.18 (s, 
3H), 2.12 (t, J = 7.0 Hz, 2H), 1.87-1.72 (m, 1H), 1.68-1.56 (m, 3H), 1.50-1.26 (m, 
2H)„ 

15 

(8 3) 

N-kKa^i/-6-^h^>-6- [4- (^r/Wfc JJ ^- 4 — f )V) 7x 



5 
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OCH 3 



H 



OH 



T L C : R f 0.40 p p : * ^ / — /l^= 9:1) ; 

NMR (DMSO-d^ : 5 10.27 (s, 1H), 8.61 (s, 1H), 7.10 (d, J= 8.7 Hz, 2H), 6.89 (d, 
J = 8.7 Hz, 2H), 3.96 (t, J = 6.6 Hz, 1H), 3.73-3.69 (m, 4H), 3.09-3.05 (m, 4H), 3.02 
5 (s, 3H), 1.87 (t, J = 7.2 Hz, 2H), 1.73-1.60 (m, 1H), 1.54-1.38 (m, 3H), 1.30-1.04 (m, 
2H) 0 

»J2 (8 4) 

N-fc [4- (4-^an^^^/U) 

10 7x=;i/] -2-^f;^fy75 K 

O^NDCHsCHa h 



4H), 4.55-4.49 (m, 2H), 4.42-4.40 (m, 1H), 3.25 (s, 3H), 2.04-1.99 (m, 1H), 1.78-1.43 
15 (m, 3H), 1.35-1.17 (m, 3H), 0.95 and 0.94 (each d, J = 6.6 Hz, 3H) Q 

mmm2 (8 5) 

(3E) -N-fc Kn^i/-6-^ h b^->-6- [4- (4-^n 




TLC : R f 0.40 (g^^^/l") 



NMR (DMSO-ds) : 5 10.34 (s, 1H), 8.65 (s, 1H), 7.70-7.61 (m, 4H), 7.51-7.32 (m, 



102 
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O'^OCH- 



13 



H 



CI 




OH 



T L C : R f 0.32 tn p ft;UJ» : * ? / —/U= 9:1) ; 
NMR (DMSO-d,;) : 5 10.36 (s, 1H), 8.71 (brs, 1H), 7.68 (d, J = 8.4Hz, 2H), 7.64 
5 (d, J = 8.4 Hz, 2H), 7.49 (d, J = 8.4 Hz, 2H), 7.41 (d, J = 8.4 Hz, 2H), 5.57-5.44 (m, 
2H), 4.61 (dd, J = 7.5 Hz, 5.7 Hz, 1H), 4.53 (d , J = 6.6 Hz, 1H), 4.43 (d, J - 6.6 Hz, 
1H), 3.24 (s, 3H), 2.71 (d, J = 5.7 Hz, 2H), 2.49-2.39 (m, 2H)„ 

»#IJ2 (8 6) 

10 N-tKP^-4- {1- [4- (4-^nu7x 7x^;l/] -2 

.OCH3 



T L C : R f 0.20 (ffflfcaiTyl/) ; 

NMR (DMSO-d 6 ) : 6 10.32 (br, IH), 8.65 (br, 1H), 7.69 (d, J = 8.3 Hz, 2H), 7.64 
15 (d, J = 8.3 Hz, 2H), 7.50 (d, J = 8.3 Hz, 2H), 7.41 (d, J = 8.3 Hz, 2H), 4.57 (d, J = 6.6 
Hz, 1H), 4.55 (d, J = 6.6 Hz, 1H), 4.50 (dd, J = 7.0, 4.5 Hz, 1H), 3.63 (dd, J = 10.5, 
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7.0 Hz, 1H), 3.52 (dd, J = 10.5, 4.5 Hz, 1H), 3.29-3.24 (m, 2H), 3.18 (s, 3H), 2.03- 
1.97 (m, 2H), 1.76-1.67 (m, 2H) C 

H»i2 (8 7) 

5 N-.t h^i/-6- [4- (4-^ an 7 



TLC : R f 0.48 (JS^zcf-/u) ; 

NMR (DMSO-d,;) : 5 10.29 (br, 1H), 8.65 (br, 1H), 7.68 (d, J = 8.4 Hz, 2H), 7.63 
10 (d, J = 8.4 Hz, 2H), 7.49 (d, J = 8.4 Hz, 2H), 7.40 (d, J = 8.4 Hz, 2H), 7.33-7.22 (m, 
5H), 4.70 (d, J = 6.9 Hz, 1H), 4.64-4.59 (m, 1H), 4.58 (d, J = 11.7 Hz, 1H), 4.54 (d, J 
= 6.9 Hz, 1H), 4.44 (d, J = 11.7 Hz, 1H), 1.91 (t, J « 7.2 Hz, 2H), 1.83-1.71 (m, 1H), 
1.68-1.56 (m, 1H), 1.50 (m, 2H), 1.42-1.30 (m, 1H), 1.29-1.16 (m, 1H) 0 

15 ^»J2 (8 8) 

N-t (4- * y^c^y *.~;l>) -6- (4-73i—^7^ 
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OCH 3 



TIC : R f 0.31 (gm^f-As) ; 

NMR (DMSO-dg) : 5 10.28 (br, 1H), 8.64 (br, 1H), 7.60 (d, J = 8.4 Hz, 2H), 7.53 
(d, J - 8.4 Hz, 2H), 7.44-7.39 (m, 2H), 7.35-7.29 (m, 3H), 7.22 (d, J = 8.4 Hz, 2H), 
5 6.83 (d, J - 8.4 Hz, 2H), 3.87 (t, J = 7.5 Hz, 1H), 3.68 (s, 3H), 2.30-1.96 (m, 2H), 
1.89 (t, J = 7.5 Hz, 2H), 1.52 (m, 2H), 1.23-1.15 (m, 2H) D 

mmmz (s 9) 

(6R) -N-fc Kodfv'- 6- [4- (4-^^7*-/W) 7^-/1-] 
10 -6-* hdev'^^VTS: K 




TLC:Rf 0.44 C3 n /fr/l^A : * # J —}V= 9:1) ; 
NMR (DMSO-cU : 5 10.30 (s, 1H), 8.64 (s, 1H), 7.61 (d, J = 8.4 Hz, 2H), 7.57 (d, 
J= 8.4 Hz, 2H), 7.33 (d, J = 8.8 Hz, 2H), 7.28 (d, J = 8.8 Hz, 2H), 4. 13 (t, J = 6.4 Hz, 
15 1H), 3.11 (s, 3H), 2.63 (q, J = 7.4 Hz, 2H), 1.91 (t, J = 7.0 Hz, 2H), 1181-1.21 (m, 6H), 
1.20 (t, J=7.4Hz,2H) 0 




qch 3 



H 

N. 
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mmm2 oo) 

N-bKP^rv'-6- [4— (4-^dp7x ^/U) 7 =cl=-;V~\ — 6 — * V 



5 T L C : R f 0.35 (WfWt^f-/^) \ 

NMR (DMSOA) : 5 10.30 (s> 1H), 7.69 (d, J = 8.5 Hz, 2H), 7.64 (d, J = 8.5 Hz, 
2H), 7.50 (d, J = 8.5 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H), 4.58-4.56 (m, 1H), 4.52 (d, J = 
6.6 Hz, 1H), 4.43 (d, J — 6.6 Hz, 1H), 3.26 (s, 3H), 1.92 (t, J = 7.3 Hz, 2H), 1.83-1.44 
(m, 4H), 1.42-1.18 (m, 2H)„ 



2(91) 

N-tKn^i/-6- [4- (4-^P7i^V) !7 ^ - 6 - ^ h 



15 T L C : R f 0.36 (g^zn^) ; 

NMR (DMSO-ds) : 5 10.30 (s, 1H), 8.64 (s, 1H), 7.70 (d, J = 8.5 Hz, 2H), 7.65 (d, 
J = 8.5 Hz, 2H), 7.50 (d, J - 8.5 Hz, 2H), 7.36 (d, J = 8.5 Hz, 2H), 4.16 (t, J = 6.5 Hz, 
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1H), 3.12 (s, 3H), 1.91 (t, J = 7.2 Hz, 2H) , 1.78-1.66 (m, 1H), 1.62-1.44 (m, 3H), 
1.38-1.14 (m,2H)„ 

WJ2 (9 2) 
5 N-tKn^>-4- [4- (4-^PP7s=;V) 



T L C : R f 0.24 (H^o^/l^) ; 

NMR (CDC1 3 ) : 8 8.80 (brs, 1H), 7.60-7.45 (m, 4H), 7.45-7.30 (m, 4H), 4.63 (dd, 
10 J = 8.1 Hz and 5.4 Hz, 1H), 4.59 (d, J = 6.6 Hz, 1H), 4.53 (d, J = 6.6 Hz, 1H), 3.38 (s, 
3H), 2.3 1 (m, 2H), 2.07 (m, 2H) Q 

mmm2 o 3) 

N— t KP^v'- 5 — [4— (4-^do7s^;V) -7 3u=-)V\ — 5— ^ h 
15 h^v'-<^^^T$ K 





T L C : R f 0.30 C^^^vu) 
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NMR (CDC1 3 + DMSO-dg) : 5 10.28 (s, 1H), 8.51 (brs, 1H), 7.60-7.50 (m, 4H), 
7.45-7.30 (m, 4H), 4.61 (m, 1H), 4.53 (s, 2H), 3.35 (s, 3H), 2.99 (s, 3H), 2.11 (t, J = 
6.6 Hz, 2H), 2.00-1 .55 (m, 4H) 0 

5 H«i]2 (9 4) 

N-tKD^>-5- {2- [4- (4 n a !7^=/U] -1, 

3-my7^-2 T^} ^V7$ K 



T L C : R f 0.53 (g^^A-) ; 
10 NMR (DMSO-d^ : 5 10.26 (s, 1H), 8.63 (s, 1H), 7.68 (d, J = 8.7 Hz, 2H), 7.63 (d, 
J = 8.7 Hz, 2H), 7.50 (d, J = 8.7 Hz, 2H), 7.44 (d, J = 8.7 Hz, 2H), 3.98-3.93 (m, 2H), 
3.70-3.65 (m, 2H), 1.89-1.79 (m, 4H), 1.49-1 .38 (m, 2H), 1.26-1.16 (m, 2H)„ 

«#|2 (9 5) 

15 N— k Kndr->-4- {2- [4- (4 - ^ u p7i^;V) /U] — 1, 

3-v ? ^-^y^^-2 — (JU* b*-» ^>X7^ K 



CI 
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T L C : R f 0.40 u a tJn^VJn : ^ & J —jV= 9:1); 
NMR (DMSO-d 6 ) : 5 11.04 (s, 1H), 8.88 (s, 1H), 7.78-7.64 (m, 6H), 7.61 (d, J = 
8.7 Hz, 2H), 7.51 (d, J = 8.4 Hz, 2H), 6.98 (d, J = 9.0 Hz, 2H), 4.26 (s, 2H), 4.18-4.03 
(m, 2H), 3.95-3.81 (m, 2H)„ 

^»J2 (9 6) 

N- k Kn*">- 5 - {2- [4- (4-^t3p^^-/i^) ^x^AO -4 




10 TLC : R f 0.26 (I^^^VV) ; 

NMR (DMSO-de): 5 10.26 (brs, 1H), 8.63 (brs, 1H), 7.71-7.63 (m, 4H), 7.51-7.42 
(m, 4H), 4.34-3.99 (m, 1H), 3.75-3.65 (m, 1.5H), 3.46-3.16 (m, 2.5H), 3.29 and 3.20 
(each-s, 3H), 1.86 (m, 2H), 1.80 (m, 2H), 1.44 (m, 2H), 1.23 (m, 2H) 0 

15 §H»J2 (9 7) 

N-k Kn=3riX-5- (2- [4- (4-^po7i=^) 7 zc —A*] -4 

75K 
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TLC : R f 0.34 (gfcg^n^vU : * $ J 9:1) ; 

NMR (DMSO-ds): 5 10.26 (brs, 1H), 8.63 (brs, 1H), 7.71-7.62 (m, 4H), 7.51-7.42 
(m, 4H), 4.35 (br, 1H), 4.18-4.08 (m, 0.5H), 3.87-3.78 (m, 1.5H), 3.55-3.33 (m, 3H), 
5 1.88 (m, 2H), 1.80 (m, 2H), 1.64-1.23 (m, 10H) o 

»J2 (9 8) 

5 K 



10 




T L C : R f 0.47 (g^^^/V- : ^ ^ 7 — 3 9:1) ; 
NMR (DMSO-cU : 5 10.27 (brs, 1H), 8.62 (brs, 1H), 7.16 (d, J = 8.1 Hz, 2H), 
7.08 (d, J = 8.1 Hz, 2H), 4.99 (d, J = 4.5 Hz, 1H), 4.40-4.39 (m, 1H), 2.25 (s, 3H), 
1.88(1, J = 7.2 Hz, 2H), 1.61-1.39 (m, 4H), 1.37-1.05 (m, 2H) D 

15 

«M 2(99) 
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OH 



H 




OH 



T L C : R f 0.25 A*) l 

NMR (DMSO-d 6 ) : 6 10.28 (s, 1H), 8.62 (s, 1H), 7.29-7.28 (m, 4H), 7.25-7.16 (m, 
1H), 5.08 (d, J = 1.8 Hz, 1H), 4.49-4.44 (m, 1H), 1.89 (t, J = 7.5 Hz, 2H), 1.59-1.34 
5 (m, 4H), 1.33-1.14 (m, 2H) 0 

«#J2 (10 0) 

N-t Kndrv— 6— [4- (4 — ^ n o7i^;V) - 2, 2 — 




T L C : R f 0.30 .(Mfct^wO ; 

NMR (CDC1 3 ) : 5 7.60-7.45 (m, 4H), 7.45-7.30 (m, 4H), 4.85-4.70 (m, 1H), 
1.90-1.20 (m, 6H), 1.20 (s, 6H) Q 

15 mmm 2 (iod 

(2E) -N-fc Kn3->- 5- {3- [ C^-^X/l^^^) 75;] 
7x^ 2— 4 f >/' 5 K 





OH 



10 



111 
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T L C : R f 0.19 (^nn frjU J\ : * 9 J —J^— 9:1) ; 
NMR (DMSO-dfi) : 5 10.82 (brs, 1H), 10.49 (brs, 1H), 9.19 (brs, 1H), 7.75-7.73 
(m, 2H), 7.63-7.51 (m, 3H), 7.29-7.23 (m, 1H, 7.14-7.13 (m, 3H), 6.70 (d, J = 15.9 
5 Hz, 1H), 6.3 1 (d, J = 15.9 Hz, 1H) 0 

«0il2 (10 2) 

N — k Kp 4 - [4- (4— ^ u 071-^) :7 — 4 — fc K 



TLC : Rf 0.15 (g^^^vW ; 

NMR (CDC1 3 + DMSO-dg) ; 5 10.30 (s, 1H), 8.50 (brs, 1H), 7.60-7.45 (m, 4H), 
7.45-7.35 (m, 4H), 4.74 (dd, J = 8. 1 Hz and 4.2 Hz, 1H), 2.30 (m, 2H), 2.00 (m, 2H) 0 

15 (1 0 3) 

N — t Kd^- 2— {3-t [4— (4 — ^ n n ^^-/U) 




OH 



10 
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OH 



H 



CI 




o 



TLC:Rf 0.22 (gm^M l 

NMR (DMSO-de) : 6 10.54 (s, 1H), 8.90 (brs, 1H), 7.68 (d, J = 8.0 Hz, 2H), 7.62 
(d, J = 8.0 Hz, 2H), 7.49 (d, J = 8.0 Hz, 2H), 7.42 (d, J = 8.0 Hz, 2H), 5.50-5.20 (m, 
5 1H), 4.67 (t, J = 6.3 Hz, 1H), 3.00 (s, 2H), 2.65 (t, J = 7.5 Hz, 2H), 1.90-1.80 (m, 2H)„ 

mi&mz (io4) 

N— k — (3-tFn^-3- [4- (4-^p7i^) 



T L C : R f 0.30 (H^^^vV) ; 

NMR (DMSO-de) : S 10.58 (brs, 1H), 8.91 (brs, 1H), 7.68 (d, J = 8.5 Hz, 2H), 
7.62 (4 J — 8.5 Hz, 2H), 7.50 (d, J = 8.5 Hz, 2H), 7.40 (d, J = 8.5 Hz, 2H), 5.33 (d, J 
= 2.8 Hz, 1H), 4.70-4.60 (m, 1H), 3.23 (q, J = 7.2 Hz, 1H), 2.70-2.50 (m, 2H), 1.90- 
15 1.75 (m,2H), 1.28 (d, J = 7.2Hz,3H) D 

H»J 2(105) 

N-tKo^-7-tKo^v'-7~ [4- (4-^nn7x=;i/) 7^ 



10 
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OH 



O 



CI 




N 
H 



TLC : Rf 0.30 (Bfflfct*7U) ; 

NMR (DMSO-d 6 ) : 5 10.30 (s, 1H), 8.63 (s, 1H), 7.68 (d, J = 8.5 Hz, 2H), 7.60 (d, 
J = 8.5 Hz, 2H), 7.49 (d, J = 8.5 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H), 5.14 (d, J = 4.5 Hz, 
5 1H), 4.53 (m, 1H), 1.91 (t, J = 7.3 Hz, 2H), 1.65-1.55 (m, 2H), 1.51-1.42 (m, 2H), 
1.38-1.20 (m,4H) 0 

HIi2 (1 0 6) 

N-t [4- (4-^pn7 3 i^;l') ~7 ^^-tV\ -8-tK 

10 ndfi/] t^^V75 K 



TLC : R f 0.37 (gl^n^/W) ; 

NMR (DMSOA) : 5 10.3 1 (s, 1H), 8.64 (s, 1H), 7.68 (d, J = 8.4 Hz, 2H), 7.60 (d, 
J = 8.4 Hz, 2H), 7.49 (d, J = 8.4 Hz, 2H), 7.39 (d, J = 8.4 Hz, 2H), 5.14 (d, J = 4.2 Hz, 
15 1H), 4.54 (m, 1H), 1.92 (t, J = 7.2 Hz, 2H), 1.66-1.54 (m, 2H), 1.51-1.41 (m, 2H), 
1.35-1. 19 (m,6H) 0 

«#)2 (10 7) 

N-tKo#i/-2- {3— [4- (4-^PP7x^) —3 
114 

Copied from. .10522823 on 02/25/2008 




OH 



WO 02/074298 




>CT/JP02/02681 



OH 



H 3 C CH 3H 



CI 




"OH 



T L C : R f 0.40 M ; 

NMR (DMSO-cy : 6 10.54 (brs, 1H), 8.70 (br.s, 1H), 7.68 (d, J = 8 Hz, 2H), 7.62 
5 (d, J = 8 Hz, 2H), 7.49 (d, J = 8 Hz, 2H), 7.41 (d, J = 8 Hz, 2H), 5.30 (brs, 1H), 4.64 
(t, J = 6.2 Hz, 2H), 2.62 (t, J - 7.6 Hz, 2H), 1.90-1 .70 (m, 2H), 1.40 (s, 6H) 0 

«#|2 (10 8) 

N-fcKo^>-5- [4- (4-^on7x 7x=;V] - 5- tF 

io P^y^yr^K 



TLC : R f 0.40 (Jgmx.f-JU : ^ ^ 7 — /V= 9:1) ; 
NMR (CDC1 3 + DMSO-ds) : 5 10.35 (s, 1H), 8.64 (s, 1H), 7.62-7.50 (m, 4H), 
7.45-7.37 (m, 4H), 5.11 (d, J = 4.2 Hz, 1H), 4.60 (m, 1H), 2.03 (t, J = 6.6 Hz, 2H), 
15 1.80-1.50 (m,4H) 0 

mmm2 (109) 

N 1 - t Kb 6 - fc Kb'^->- 6 - (4-3— ^7*=^) ^3r1f^7* 



OH 



O 
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T L C : R f 0.21 Qg^St^M 

NMR (DMSO-d 6 ) : 5 10.27 (s, 1H), 8.62 (s, 1H), 7.64 (d, J = 8.4 Hz, 2H), 7. 10 (d, 
5 J = 8.4 Hz, 2H), 5. 16 (d, J = 4.2 Hz, 1H), 4.46-4.41 (m, 1H), 1.88 (t, J = 7.2 Hz, 2H), 
1.56-1.09 (m,6H) D 

mmmz a 1 o) 

10 T$ K 




TLC:Rf 0.29 (g^^/U) ; 

NMR (DMSO-cU : 5 10.27 (s, 1H), 8.61 (s, 1H), 7.87-7.82 (m, 3H), 7.78 (s, 1H), 
7.49-7.41 (m, 3H), 5.23 (d, J = 4.5 Hz, 1H), 4.67^.62 (m, 1H), 1.89 (t, J = 7.5 Hz, 
15 2H), 1.70-1.58 (m, 2H), 1.53-1.43 (m, 2H), 1.39-1 .13 (m, 2H)„ 

3t%0!l 2 (111) 
(7E) — N — t Kndri^— 6-fc Kn 8 — V ^=-jV$r# h~7 
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OH 



H 

N. 




"OH 



T L C : R f 0.17 QS^Stt^f'M ; 

NMR (DMSO-d 6 ) : 5 10.32 (s, 1H), 8.65 (s, 1H), 7.50-7.15 (m, 5H), 6.50 (d, J = 
15.8 Hz, 1H), 6.25 (dd, J = 15.8 Hz and 5.8 Hz, 1H), 4.82 (d, J - 4.8 Hz, 1H), 4.09 (m, 
5 1H), 1.95 (t, J = 7.2 Hz, 1H), 1.70-1.20 (m, 6H) 0 

Ul»j2 (112) 

(7 E, 9E) -N— t Kc2 d 5 L v , -6-fc Ko^r^- 1 0 — 7s=;l'7 f = I - 
7, 9-^x^7 5 K 



T L C : R f 0.30 (g^^^^/k : * # J 19:1) ; 

NMR (DMSO-d,,) : 5 10.32 (brs, 1H), 8.65 (brs, 1H), 7.45 (m, 1H), 7.32 (m, 2H), 
7.21 (m, 1H), 6.88 (dd, J = 15.5 Hz and 10.5 Hz, 1H), 6.54 (d, J = 15.5 Hz, 1H), 6.32 
(dd, J = 15.5 Hz and 10.5 Hz, 1H), 5.84 (dd, J = 15.5 Hz and 6.3 Hz, 1H), 4.77 (d, J = 
15 4.5 Hz, 1H), 4.02 (m, 1H), 1.94 (t, J = 7.2 Hz, 2H), 1.60-1.35 (m, 4H), 1.35-1.20 (m, 
2H)„ 

mmm2 a 1 3) 

N-fc Kn^>-6- (-<^y [b] 2 — f/u) -6-fc Kn 

20 *i/^*D-^T 5. F 



OH 



H 



10 
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OH 



H 




OH 



TLC : R f 0.18 (ftRj-^/U) ; 

NMR (DMSO-c^): 5 10.29 (s, 1H), 8.62 (s, 1H), 7.89-7.86 (m, 1H), 7.75-7.72 (m, 
1H), 7.34-7.23 (m, 2H), 7.21 (s, 1H), 5.68 (d, J = 4.5 Hz, 1H), 4.85-4.79 (m, 1H), 
5 1.91 (t, J= 7.2 Hz, 2H), 1.75-1.67 (m, 2H), 1.55-1.21 (m, 4H) 0 

WJ2 (114) 

N-fc [b] ^7 3i^-3--' f/W -6-fc Ko 



T L C : R f 0.18 (H^^/t') ; 

NMR (DMSO-dg) : 5 10.28 (s, 1H), 8.62 (s, 1H), 7.95-7.88 (m, 2H), 7.49 (s, 1H), 
7.38-7.32 (m, 2H), 5.26 (d, J = 4.8 Hz, 1H), 4.90-4.86 (m, 1H), 1.90 (t, J = 6.9 Hz, 
2H), 1.80-1.65 (m, 2H), 1.55-1.20 (m, 4H) e 



#I«J2 (1 1 5) 

N-fc (4-7=t/^v-7^=/U) ^-tf- 



10 




15 
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TLC:Rf 0.27 (glpgknfvv) ; 

NMR (DMSO-dfi) : 8 10.31 (brs, 1H), 8.56 (brs, 1H), 7.40-7.34 (m, 2H), 7.31 (d, J 
= 8.7 Hz, 2H), 7.14-7.09 (m, 1H), 6.99-6.96 (m, 2H), 6.95 (d, J - 8.7 Hz, 2H), 5.10 (d, 
J = 4.2 Hz, 1H), 4.51-4.45 (m, 1H), 1.92 (t, J = 7.2 Hz, 2H), 1.65-1.44 (m, 4H), 1.40- 
5 1.15(m,2H) 0 

«01j2 (116) 

[4- (4 — ^ a n^^^/u) 7x^;i/] - 6 - 1 K 



OH 




TLC : R f 0.20 (BtSfct^vUO ; 

NMR (DMSO-de) : 5 10.99 (s, 1H), 9.11 (s, 1H), 7.69 (d, J - 8.4 Hz, 2H), 7.63 (d, 
J = 8.1 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.43 (d, J - 8.1 Hz, 2H), 5.40 (d, J = 4.8 Hz, 
1H), 4.75-4.60 (m, 1H), 2.60-2.20 (m, 2H), 1.90-1.75 (m, 2H) 0 

mmm2 (l 1 7) 

N-tKn^y-6-tKo^-6- {4- [2- ( f J) 4 -^f /^) 
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T L C : R f 0.22 Ugftfecf-jV : * ? J 9:1) ; 

NMR (DMSO-ds) : 5 10.28 (s, 1H), 8.63 (s, 1H), 8.41 (d, J = 5.7 Hz, 2H), 7.22 (d, 
J = 5.7 Hz, 2H), 7.18 (d, J = 8.4 Hz, 2H), 7.13 (d, J = 8.4 Hz, 2H), 5.01 (d, J = 4.2 Hz, 
1H ), 4.44-4.38 (m, 1H), 2.86 (s, 4H), 1.88 (t, J = 7.2 Hz, 2H), 1.60-1.09 (m, 6H) 0 



»#i2 (1 1 8) 
K 



10 TLC : R f 0.34 (B»x.^vl0 ; 

NMR (DMSO-de): 5 10.28 (brs, 1H), 8.62 (brs, 1H), 7.28-7.12 (m, 9H), 5.00 (brs, 
1H), 4.45-4.38 (m, 1H), 2.83 (s, 4H), 1.88 (t, J = 7.5 Hz, 2H), 1.57-1.40 (m, 4H), 
1.17-1.08 (m,2H)o 

15 mmm2 (119) 

N-tKu^-6- [4— (4-^an7x^) :7^^/u] - 6-kF 



5 




OH 
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T L C : R f 0.32 (gm^-f-/^) ; 

NMR (DMSO-dg): 5 10.33 (brs, 1H), 8.65 (brs, 1H), 7.68-7.57 (m, 4H), 7.50-7.30 
(m, 4H), 5.14-5.11 (m, 1H), 4.54-4.48 (m, 1H), 2.07-2.00(111, 1H), 1.62-1.42 (m, 3H), 
1.34-1.15 (m, 3H), 0.94 (d, J = 6.9 Hz, 3H) 0 

»J2 (12 0) 

N — tKP^V- 6— [4— (4 — ^ u pyi^/l') 7x-;l^] — 6— t K 
(t°y ^-4-^/1^9^) ^MM'TS K 




10 TLC : R f 0.45 Isls : ^St^/^= 4 : 1) ; 

NMR (DMSO-dg) : 5 10.34 (s, 1H), 8.70 (s, 1H), 8.41 (d, J = 5.3 Hz, 2H), 7.67 (d, 
J = 8.5 Hz, 2H), 7.59 (d, J = 8.5 Hz, 2H), 7.49 (d, J - 8.5 Hz, 2H), 7.37 (d, J = 8.5 Hz, 
1H), 7.36 (d, J - 8.5 Hz, 1H), 7.13 (d, J = 5.3 Hz, 2H), 5.14 (m, 1H), 4.49 (m, 1H), 
2.74 (dd, J = 13.8, 9.5 Hz, 1H), 2.58 (dd, J = 13.8, 6.0 Hz, 1H), 2.32-2.22 (m, 1H), 

15 1.62-1.46 (m, 3H), 1.40-1.18 (m, 3H) D 

2(121) 

{1- [4- (4-^un7^^/V) 7x=:;l/] -2 
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,OH 



H 



OH 



CI 



T L C : R f 0.37 Qg&te^f'A' : * # / — A*= 9 : D ; 
NMR (DMSO-d 6 ) : 8 10.32 (br, 1H), 8.66 (br, 1H), 7.68 (d, J = 8.4 Hz, 2H), 7.62 
(d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.37 (d, J = 8.4 Hz, 2H), 4.79 (m, 1H), 
5 4.31 (dd, J = 6.9, 4.5 Hz, 1H), 3.54 (dd, J = 11.5, 6.9 Hz, 1H), 3.41 (dd, J - 11.5, 4.5 
Hz, lH),3.31-3.27 (m, 2H), 2.09-1.93 (m, 2H), 1.77-1.68 (m, 2H)„ 

mmw2 (122) 

N-t Kp=¥v/-8- (1, S—Z?**?"?-^— 2 -^/l-) -6-tKn^ 
10 -6— (4— 7a=^7x=^) ^^yT? K 



TLC : R f 0.26 n o T^/l^A : ^ * 7 — A-= 9:1) ; 
NMR (DMSO-d 6 ) : 5 10.24 (s, 1H), 8.61 (s, 1H), 7.66-7.65 (m, 2H), 7.56 (d, J - 
8.4 Hz, 2H), 7.46-7.30 (m, 5H), 4.65 (s, 1H), 4.34 (t, J = 5.4 Hz, 1H), 3.92-3.87 (m, 
15 2H), 3.63-3.55 (m, 2H), 1.86-1.23 (m, 12H), 1.11- 0.82 (m, 2H)„ 




H 

N. 



"OH 
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mmmz a 2 3) 

N-fcKB^>-4- (4-7x=;V7x=/k) ^ 



5 TLC : R f 0.32 (g^^^/W) ; 

NMR (DMSO-dg) : 6 11.13 (brs, 1H), 8.98 (brs, 1H), 7.68 (d, J = 8.1 Hz, 2H), 
7.62-7.57 (m, 4H), 7.48-7.40 (m, 6H), 7.35-7.30 (m, 1H), 6.03 (d, J = 3.9 Hz, 1H), 
5.78 (d, J = 3.9 Hz, 1H) 0 

10 MtiSM 2(124) 

N— tKn^V- 3— {2— [4- (4-^nn7x^;V) "7 =. ^/U] -2 

PH H 



T L C : R f 0.29 n n : p< ^ / — /V= 9:1) ; 

15 NMR (DMSO-de) : 8 10.55-10.20 (br, 1H), 8.90-8.65 (br, 1H), 7.68 (d, J = 8.8 Hz, 
2H), 7.61 (d, J = 8.4 Hz, 2H), 7.49 (d, J = 8.8 Hz, 2H), 7.44 (d, J = 8.4 Hz, 2H), 5.60- 
5.40 (m, 1H), 4.87-4.62 (m, 1H), 2.80-2.60 (m, 4H), 2.21 (t, J = 7.2 Hz, 2H) C 



OH 
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mmm2 (125) 

N-tKn^-3- {2- [4- (4-^PP7i-;V) 7 zc -2 



OH O 




5 T L C : R f 0.32 n n TftA'A : * $ / 9:1) ; 

NMR (DMSO-ds) : 8 11.18 (s, 1H), 9.01 (s, 1H), 7.69 (d, J= 8.4 Hz, 2H), 7.66 (d, 
J= 8.4 Hz, 2H), 7.55 (d, J = 8.4 Hz, 2H), 7.50 (d, J - 8.4 Hz, 2H), 7.38-7.22 (m, 3H), 
7. 1 5-7.02 (ro, 1H), 5.71 (d, J = 4.8 Hz, 1H), 4.99 (m, 1H), 4.08 (d, J = 5.8 Hz, 2H) D 

io mmmi (126) 

( 2 E) -N-tKn^y-6- [4- (4-^nP7x^) 7 re — ^] 




TLC : Rf 0.24 n n tfvuA : * & / — /V= 9:1) ; 
15 NMR (DMSO-dg) : 8 10.49 (br s, 1H), 7.68 (d, J = 8.8 Hz, 2H), 7.61 (d, J = 8.0 
Hz, 2H), 7.49 (d, J = 8.8 Hz, 2H), 7.40 (d, J = 8.0 Hz, 2H), 6.66 (dt, J =15.8, 6.6 Hz, 
1H), 5.72 (d, J = 15.8 Hz, 1H), 4.57 (t, J = 6.4 Hz, 1H), 2.30-2.10 (m, 2H), 1.80-1.60 
(m,2H) 0 

124 
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mmm2 (i 2 7) 

N-t Kn= 3 rv/-2- {2- [4- (4-^Dn7i=/V) 7x=/l'] —2 



5 




T L C : R f 0.30 n p ^/i^A : ^ S —?v= 9:1); 
NMR (DMSO-de) : 5 10.80-10.20 (br, 1H), 9.10-8.80 (br, 1H), 7.68 (d, J = 8.4 Hz, 
2H), 7.62 (d, J= 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.44 (d, J - 8.4 Hz, 2H), 5.80- 
5.30 (m, 1H), 4.75 (t, J = 6.3 Hz, 1H), 3.03 (s, 2H), 2.87 (d, J = 6.3 Hz, 2H) 0 

2 (12 8) 

N-t [4- (4-^on7x=;i/) 7^— /U] -7-fcK 




15 T L C : R f 0.28 (g^^^/V ; * $ J — /V= 9:1) ; 

NMR (DMSO-dfi) : 5 10.26 (s, 1H), 8.61 (s, 1H), 7.66 (d, J = 8.4 Hz, 2H), 7.56 (d, 
J = 8.4 Hz, 2H), 7.48 (d, J = 8.4 Hz, 2H), 7.26 (d, J = 8.4 Hz, 2H), 4.59 (t, J = 5.5 Hz, 
1H), 3.49 (t, J = 5.5 Hz, 2H), 2.70-2.60 (m, 1H), 1.86 (t, J = 7.2 Hz, 2H), 1.81-1.70 
125 



Copied from. .10522823 on 02/25/2008 



WO 02/074298 





l CT/JP02/02681 



(m, 1H), 1.55-1.36 (m, 3H), 1.17-1.03 (m, 2H)„ 

mmm 2 (129) 

N-tKn^-4- {2- [4- (4-^oo7i^) ^^-/U] -2 
5 - t Kndr->xh^v'} ^yX7 ^ K 
OH 



T L C : R f 0.27 n a tJn/VJn : * $ J 9:1) ; 

NMR (DMSO-d,) : 6 11.30-10.70 (br, 1H), 9.20-8.60 (br, 1H), 7.80-7.60 (m, 6H), 
7.54 (d, J = 8.6 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 6.99 (d, J = 8.8 Hz, 2H), 5.72 (m, 
10 1H), 4.99 (m, 1H), 4. 10 (d, J = 5.8 Hz, 2H) 0 

*WJ2 (13 0) 
(2E) -N-tFP^-6- [4- (4-^nn7j^) 

-6-t Fo^fV- 2— ^>-T 5 K 



TLC:Rf 0.27 n a : ^ ^ J —)V= 9:1) ; 

NMR (DMSO-de) : 6 10.62-10.42 (br, 1H), 7.68 (d, J= 8.4 Hz, 2H), 7.61 (d, J = 

8.0 Hz, 2H), 7.49 (d, J = 8.4 Hz, 2H), 7.41 (d, J = 8.0 Hz, 2H), 6.23-6.09 (m, 1H), 




15 
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4.57 (t, J = 6.2 Hz, 1H), 2.20-2.03 (m, 2H), 1.80-1.57 (m, 5H) C 
^«J2 (13 1) 

[4- (4-^nn7x-;i') 7x^;U] -6-fcK 
OCH 3 



TLC : R f 0.22 (BIfI^c^/I") ; 

NMR (DMSO-d 6 ) : 5 10.26 (brs, 1H), 8.63 (brs, 1H), 7.64 (d, J = 8.4 Hz, 2H), 
7.54 (d, J = 8.4 Hz, 2H), 7.47 (d, J = 8.4 Hz, 4H), 7.34 (d, J = 9.0 Hz, 2H), 6.81 (d, J 
10 = 9.0 Hz, 2H), 5.40 (s, 1H), 3.69 (s, 1H), 2.19 (t, J - 7.5 Hz, 2H), 1 .88 (t, J = 7.5 Hz, 
2H), 1.48 (m, 2H), 1.23-1.13 (m, 2H) D 

^^J2 (13 2) 

N-tKn^-6- [4- (4-^nn7x^) :7^~/Kl - 6-kK 
15 n^i/-9-p{ h^W 7-7 — < ✓'T 5 K 



CI 




H 



OH 



CI 




127 



Copied from. .10522823 on 02/25/2008 



WO 02/074298 





{ CT/JP02/02681 



TLC : R f 0.23 (ff^St^M I 

NMR (DMSO-dfi) : 5 10.27 (s, 1H), 8.63 (s, 1H), 7.69 (d, J = 8.4 Hz, 2H), 7.64 (d, 
J = 8.4 Hz, 2H), 7.59 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 6.05 (s, 1H), 4.18 
(s, 2H), 3.32 (s, 3H), 1.90-1.77 (m, 4H), 1.46-1.22 (m, 4H)„ 



mMM2 (13 3) 

(6R) -N-tFn^>-6-tKo^-6- [4- ( 3 / v' 



10 TLC : R f 0.35 {■? n u -fojVJ* : * ? J —fV : 90:10:1) ; 

NMR (DMSO-da) : 5 10.27 (brs, 1H), 8.61 (brs, 1H), 7.36 (d, J = 8.4 Hz, 2H), 
7.28 (d, J = 8.4 HZ, 2H), 5.18 (d, J = 4.8 Hz, 1H), 5.00 (s, 1H), 4.51-4.42 (m, 1H), 
1.84 (t, J = 7.2 Hz, 2H), 1.60-1.08 (m, 6H) C 

15 mM®\2 (13 4) 

(6R) -N-tKP=3rv^-6- [4- (^y^/V7$;) :7^n/u] - 



5 



OH 



H 

N 




QH 



H 
N 
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TLC:Rf 0.30 (■? u u zfc/V A : * # J — : Bfc&= 6:1:0. 1 ) ; 
NMR (DMSO-d 6 ) : 8 10.30 (s, 1H), 10.15 (s, 1H), 8.62 (s, 1H), 7.91 (dd, J « 8.1, 
1.5 Hz, 2H), 7.65 (d, J = 8.4 Hz, 2H), 7.60-7.42 (m, 3H), 7.23 (d, J = 8.4 Hz, 2H), 
5.03 (d, J = 4.5 Hz, 1H), 4.50-4.35 (m, 1H), 1.87 (t, J = 7.2 Hz, 2H), 1.70-1.35 (m, 
5 4H), 1.35-1.00 (m,2H) 0 

mmm 2 (135) 

N-fc [4- (4-fc KP^7*f-l- 

10 HO 

T L C : R f 0.46 (H^r^A- : * * / — 9 : D ; 
NMR (DMSO-ds) : 5 10.27 (brs, 1H), 8.62 (brs, 1H), 7.30 (d, J = 8.4 Hz, 2H), 
7.25 (d, J = 8.4 Hz, 2H), 5.14 (d, J = 4.2 Hz, 1H), 4.86 (t, J - 5.4 Hz, 1H), 4.50-4.42 
(m, 1H), 3.58-3.52 (m, 2H), 2.54-2.47 (m, 2H), 1.88 (t, J = 7.2 Hz, 2H), 1.56-1.08 (m, 
15 6H) 0 

2 (13 6) 
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TLC : R f 0.18 (^dd*M : * * J — A» : BlStt= 9 0:10:1) ; 
NMR (DMSO-d,) : 8 10.25 (s, 1H), 8.61 (s, 1H), 7.64 (d, J = 7.2 Hz, 2H), 7.57 (d, 
J = 7.2 Hz, 2H), 7.46-7.30 (m, 5H), 5.17 (d, J = 4.2 Hz, 1H), 4.57 (d, J = 4.8 Hz, 1H), 
5 4.39-4.36 (m, 1H), 3.57-3.44 (m, 1H), 1.85 (t, J = 7.2 Hz, 2H), 1.72-1.59 (m, 1H), 
1.49-1.02 (m,3H) 0 

(13 7) 

(6R) -N-tKn^V-6-kKo^>-6- [4- (7*=^*/U^ 




TLC : R f 0.12 od*M : * A*= 9 : l) ; 

NMR (DMSO-d^: 8 10.30 (s, 1H), 10.17 (s, 1H), 8.64 (s, 1H), 7.89 (d, J= 8.4 Hz, 
2H), 7.81-7.73 (m, 2H), 7.44 (d, J - 8.4 Hz, 2H), 7.39-7.28 (m, 2H), 7.14-7.02 (m, 
15 1H), 5.26 (d, J = 4.4 Hz, 1H), 4.63-4.52 (m, 1H), 1.91 (t, J = 7.0 Hz, 2H), 1.68-1.12 
(m,6H)„ 

(1 3 8) 

N-tFP^-6- [4- (4-^Pn7x^) -6-tK 
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CI 




TLC : R f 0.40 (^op^/VA : J ? J — A : ^=6 : 1 : 0. l) ; 
NMR (DMSO-ds): 8 11.20 (s, 1H), 10.28 (s, 1H), 8.60 (s, 1H), 7.80-7.60 (m, 6H), 
5 7.49 (d, J = 8.4 Hz, 2H), 2.80-2.60 (m, 2H), 1.92 (t, J = 6.6 Hz, 2H), 1.70-1.25 (m, 
4H) e 

Hl«ij2 (13 9) 



TLC : R f 0.27 (n-^^^V : W$fc^A= 1:2); 
NMR (DMSO-dg) : 5 10.27 (brs, 1H), 8.62 (brs, 1H), 7.66 (d, J = 8.4 Hz, 2H), 
7.57 (d, J = 8.4 Hz, 2H), 7.48 (d, J = 8.4 Hz, 2H), 7.28 (d, J = 8.4 Hz, 2H), 2.73-2.65 
15 (m, 1H), 1.88 (t, J = 7.5 Hz, 2H), 1.53 (m, 2H), 1.45 (m, 2H), 1.18 (d, J = 6.6 Hz, 3H), 
1.18-1.08 (m,2H) 0 

H3&0ij2 (14 0) 



10 
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N-fc KndfSx— 6 - [4- (4-^dp7i^V) 7 ^=-)V\ ^rlfVT 



T L C : R f 0.38 (BtBft^^) ; 
5 NMR (DMSO-d,,) : 5 10.30 (brs, 1H), 8.64 (brs, 1H), 7.66 (d, J = 8.4 Hz, 2H), 
7.56 (4 J = 8.4 Hz, 2H), 7.48 (d, J = 8.4 Hz, 2H), 7.27 (d, J = 8.4 Hz, 2H), 2.58 (t, J = 
7.8 Hz, 2H), 1.92 (t, J = 7.3 Hz, 2H), 1.63-1.47 (m, 4H), 1.32-1.23 (m, 2H)„ 

mmm 2 (ud 



T L C : R f 0.31 n n sfc/u.fc : ^ ^ / — /U : ftgfe= 9:1: 0.1) ; 
NMR (DMSO-dg): 6 10.38 (s, 1H), 8.70 (s, 1H), 7.70-7.50 (m, 4H), 7.50-7.18 (m, 
15 6H), 5.01 (s, 2H), 3.28-3. 10 (m, 2H), 2. 1 1 (t, J = 7.2 Hz, 2H) D 

^»J2 (14 2) 



H 




O 



O 
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O 

A 



H o 



H 



TLC:Rf 0.28 n o : * ^ / : BBg» 9 : 1 : 0.1) ; 

NMR (DMSO-tk): 6 10.48 (s, 1H), 8.76 (s, 1H), 7.70-7.50 (m, 4H), 7.50-7.22 (m, 
5 6H), 5.03 (s, 2H), 3.49 (t, J - 6.2 Hz, 2H) D 

§S|}fc0ij2 (14 3) 

(7 E) -N-t Kt3^v--6— ^ h^r->- 8-7^^^^ h— 7-^V 
75 K 



T L C : R f 0.30 (g^^fvlO ; 

NMR (DMSO-dfi) : 5 10.32 (s, 1H), 8.65 (s, 1H), 7.50-7.20 (m, 5H), 6.56 (d, J = 
15.8 Hz, 1H), 6.10 (dd, J = 15.8 Hz and 7.6 Hz, 1H), 3.69 (m, 1H), 3.20 (s, 3H), 1.94 
(t, J = 7.2 Hz, 2H), 1.70-1.20 (m, 6H) D 

H«J2 (14 4) 

N-fc Kn^f^- 6 - { [4- (^^/ [b] 77^-2-^^) ^^Z^ 
>Kl 75/} ^tV7 5 K 




OCH 3 



H 



10 



133 



Copied from. 1 0522823 on 02/25/2008 



WO 02/074298 




»CT/JP02/02681 



o 



H 




"OH 



T L C : R f 0.28 a n : * 5> J —;V= 10:1) ; 

NMR (DMSO-d*): 6 10.33 (1H, s), 8.80-8.50 (1H, br.s), 8.54 (1H, t, 5.6Hz), 8.01 
(2H, d, J=8.8Hz), 7.95 (2H, d, J=8.8H), 7.71-7.62 (2H, m), 7.56 (1H, s), 7.39-7.23 
5 (2H, m), 3.30-3.21 (2H, m), 1.95 (2H, t, J=7.2Hz), 1.59-1.46 (4H, m), 1.36-1.20 (2H, 
m) 0 

mmm 2 (145) 

N-fcKn^v'-4- [4- [b] 7 7^-2-^/1') ^/v 5 ^ 

10 /^V7 5 K 



TLC : R f 0.31 d n 7fc/l^A : * ^ / — /V= 9:1) ; 
NMR (DMSO-dg): 5 10.37 (1H, s), 8.68 (1H, s), 7.90 (2H, d, J=8.1Hz), 7.70-7.58 
(2H, m), 7.46 (2H, d, J=8.1Hz), 7.42 (1H, s), 7.36-7.22 (2H, m), 4.51 (2H, s), 3.46 
15 (2H, t, J=6.3Hz), 2.06 (2H, t, J=7.4Hz), 1.87-1.73 (2H, m)„ 

HWJ3~?£«IJ3 (2) 




H 

N 
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TLC : Rf 0.36 (ftHfe^^U) .; 

NMR (CDC1 3 ) : 5 10.22 (br, 1H), 8.80-8.20 (br, 1H), 7.50 (d, J = 8.5 Hz, 2H), 
10 7.49 (d, J = 8.5 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H), 7.25 (d, J = 8.5 Hz, 2H), 4.42 (s, 
2H), 3.27 (br, 2H), 2.18 (br, 2H), 1.88-1.79 (m, 2H), 1.46 (s, 9H) C 

^W>13 (1) 

N-t Ka^rv'-5- { t-^h^r^/^/l' [4- 
15 /V) 7x=W^] 757} ^^7 5 K 



T L C : R f 0.36 (M^^vi,) ; 

NMR (CDCI3) : 8 9.55 (br, 1H), 9.00-8.30 (br, 1H), 7.50 (d, J = 8.5 Hz, 4H), 7.39 



H 




O 
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(d, J = 8.5 Hz, 2H), 7.26 (d, J = 8.5 Hz, 2H), 4.42 (s, 2H), 3.23 (br, 2H), 2.20 (br, 2H), 
1 .66-1 .50 (m, 4H), 1 .45 (s, 9H) 0 

H»J3 (2) 

5 N-t 6- { t Y^-^^j;Vi^=.;V [4- ( 4 - ^ n a 7 i~ 




TLC : R f 0.36 (gf^n^vl/) ; 

NMR (CDC1 3 ): 5 9.66-8.70 (br, 2H), 7.49 (d, J = 8.4 Hz, 4H), 7.38 (d, J =8.4 Hz, 
10 2H), 7.26 (d, J = 8.4 Hz, 2H), 4.41 (brs, 2H), 3.18 (br, 2H), 2.13 (m, 2H), 1.66-1.44 
(m, 4H), 1.44 (brs, 9H), 1.31-1.24 (m, 2H)„ 

mmm* 

N-tFn^>-4- { [4— (4-^nn7i^) 7 T 

15 5;} ^y7§K-i»* 

H 

"OH 

6 



• HCI 



mmm 3 assist Lfc-fb&w ( 7 0 0 m g ) (omm^^- rh?t kp7 
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f-^-^m^^-^T'^L, 6tT©4fettflt*r J S'-t"**ISM4b'fr» (5 2 0m 
g) £#fc„ 

TLC : R f 0.19 Cfi-ffc^f'l'i' : P**/ w -/»'=4 : 1) ; 
5 NMR (CD 3 OD) : 6 7.71 (d, J = 8.7 Hz, 2H), 7.62 (d, J = 8.7 Hz, 2H), 7.58 (d, J = 
8.7 Hz, 2H), 7.45 (d, J = 8.7 Hz, 2H), 4.25 (s, 2H), 3.13 (t, J = 7.2 Hz, 2H), 2.29 (t, J 
= 7.2 Hz, 2H), 2.00 (quint, J = 7.2 Hz, 2H) C 

^4 (1) ~^»J4 (2) 

10 mfcM3xmm^tz4k&®(Dttfrv\mMM3 cd ~«#j3 (2) t* 
mmm* en 

15 N-kKP^-5- { [4- (4-^nn7i= /U) :7^=/>^/K] T 



T L C : R f 0.23 (Mfc*?-^^ : * $ J —;V= 4:1) ; 
NMR (CD3OD) : 5 7.71 (d, J = 8.7 Hz, 2H), 7.63 (d, J = 8.7 Hz, 2H), 7.59 (d, J = 
20 8.7 Hz, 2H), 7.45 (d, J = 8.7 Hz, 2H), 4.24 (s, 2H), 3.08 (t, J = 7.2 Hz, 2H), 2. 19 (t, J 
« 6.7 Hz, 2H), 1.82-1.66 (m, 4H)„ 



O 
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m«4 (2) 

N-fc Kn^f-e- { [4- (4 -if dh7x^;1/) '?x.~/\'t?-AS\ T 



5 TLC:Rf 0.24 (»f I/V : ^^y-/U=4 : 1) ; 

NMR (CD 3 OD): 5 7.72 (d, J = 8.7 Hz, 2H), 7.63 (d, J = 8.7 Hz, 2H), 7.58 (d, J = 
8.7 Hz, 2H), 7.45 (d, J = 8.7 Hz, 2H), 4.24 (s, 2H), 3.06 (t, J = 7.8 Hz, 2H), 2.15 (t, J 
= 7.2 Hz, 2H), 1.74 (m, 2H), 1.66 (m, 2H), 1.42 (m, 2H) e 

10 ##0ij2 

5- [4- u-^^^^^u) ^w-oi/] ^V^^ - ^fvl^^T- 



H&fcTVl^-^A (1 4 g) <7)^b^^V^ (4 0 Om 1 ) HWiKO'C 
15 T-4- tV) ^<^> (10.0 g) SrfllJX., ^^^Ti^tf 

^/^D7^K (8.2ml) (Dmt^f-U^ (40ml) ^^^Tb7c 0 M 



H 



CI 




O 
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(17.4 g) &#fc 0 
TLC : R f 0.63 (n—-=¥f-^ : @^^^= 3 : l) „ 



6-t [4- ( 4 - ^ f/W7 * ^drf-^^ • 



##^2r^itbfc^^ (15.4 g) ©Ifb^fV^ (1 2 5ml) 
10 /-/U (125ml) M{CO'C-e7k^'fb*!7*^ h V ?A (1.47 g) MJpU 

#7? 4— (n-^^rU-^ : H^c^V= 8 5 : 1 5~7 5 : 25) X'fSK 
15 U ^TO#»M^Wi-5^M<b-a-^ (14.2 g) £#fc 0 

T L C : R f 0.35 (n : @^^5v^= 2 : 1 ) „ 



6- (t-^^^^^/^y^^-^^) -6 - [4- (4-^5vl^^~ 
20 /V) 7x^/V] ^=^1?-^ • ^fv^^TVl- 



5 3 



OH 
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OTBS 



H 3 C 




,OCH 3 



#%^3T?J*3ftUfcjb-fr4fc (3.59 g) ©N, N-^^f;^/^75 K (2 
2ml) (2.11 g) ■t3XX^t-Zf^/Wj^^W^]} u 

7^fK (2.60 g) SrMiitobn^.^ Mt?»^eaH*ufe 0 si&^-a-W-i&fn^bT 
5 & j(ni tMs .fc tmft *ifcfc-cie&8fcj* U flfckflWR* h V V a 

»ttbyt. atifcSrS'-JJ #^*7A^n^ h^77^ (n — 
=3rf-^ : 9 5:5) 1?»S!U «T©»ttflff«rW-t-««a^ 

m (4.92 g) &#7c 0 

T L C : R f 0.62 (n — : g^^^^/V= 8:1) ; 
10 NMR (GDC1 3 ) : 5 7.51 (d, J = 8.4 Hz, 2H), 7.49 (d, J = 8.4 Hz, 2H), 7.31 (d, J = 
8.4 Hz, 2H), 7.23 (d, J = 8.4 Hz, 2H), 4.69-4.65 (m, 1H), 3.64 (s, 3H), 2.38 (s, 3H), 
2.28 (t, J = 7.2 Hz, 2H), 1.81-1.21 (m, 6H), 0.89 (s, 9H), 0.03 (s, 3H), -0.12 (s, 3H) 0 



15 6- ( t -^f-^^^^/UiyV/U^Zy) -6- [4- (4 -^fvl^acs. 



TMHtJJ^-AT/I^-^A (4 3 7mg) Ofb7tKn77^ (50 



#%#15 



OTBS 




140 



Copied from. .10522823 on 02/25/2008 



WO 02/074298 ^^PCT/JP02/02681 



mi) mm^onx-^wux-wmisfcik'S-!®) (4.90 g ) ©f h7tKo77 

> (5 0ml) »»«r»TU S^*«:M^3l$|BM*#L;fc. iTOO'CK 

T^mm^m-r^mm^m (4.88 g ) sr^fc &*5, ^m^&^fs^tu^ 

T L C : R f 0.53 ( n -^^rif> : &&t^?-/U= 2:1) ; 
NMR (CDClj) : 5 7.52 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.33 (d, J = 
8.4 Hz, 2H), 7.23 (d, J = 8.4 Hz, 2H), 4.69-4.65 (m, 1H), 3.76-3.72 (m, 1H), 3.61 (t, J 
= 6.6 Hz, 2H), 2.38 (s, 3H), 1.86-1.21 (m, 8H), 0.89 (s, 3H), 0.04 (s, 3H), -0.11 (s, 
10 3H) D 

6- (t - 7*f-/l^i>^ U /Wt^r -6- [4- (4-/f^7x = 



H 3 C 




##M 5 T'0at b7ifc£-^ (3.08 g ) (Dm.{k* f^(39ml) flS^JC O °C 
X'K'Vi?^ (5.31ml) ioiOtf/l'xy^^Py^K (1.77g) 

mt. a^bfCo ^^7 , /^7A^nvh^77^f- (n-^^i^^:@^ 
ixf;l,= 9 5 : 5) TitM U WT^fettl^ft S^Sfc^ (2.71 g) 
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T L C : R f 0.53 (n -^^^ : BfcBfc=-?vV= 6:1) ; 
NMR (CDC1 3 ) : S 7.76 (d, J = 8.4 Hz, 2H), 7.52-7.48 (m, 4H), 7.33-7.21 (m, 6H), 
4.64-4.60 (m, 1H), 3.99 (t, J = 7.2 Hz, 2H), 2.43 (s, 3H), 2.38 (s, 3H), 1.71-1.21 (m, 
5 8H), 0.88 (s, 9H), 0.11 (s, 3H), -0.13 (s, 3H) 0 

#%#J7 

6- t -^/^^^Vv-y /^ d rv / - 6 - [4- (4 — * f/l/7xn/l/) 



TK^b-t" MJ •> A (3 0 4mg) ON, N -v 5 ^ fjViSvV&T % K (6 0 
ml) »$HiKlE$**^yUjifr;*J!fci'gfc (1.05g) Srflllx.. MX 3 0 ^fTOft* L 
fc 0 ia-frttlCg^SJWeTUJtbfc^te (2.10 g) ON, N-^^fM^A 
K (6 0ml) *Jfc8rfln*- % 8 5*CT?2l*IWjfEi*Lfc. SiStB^fe^ffil 

*^*?A^a^f^57>f- (n— dff-^ : g|flfcc?vv= 1 : 1 ) X* 
tt«U #T©W4ffifcW^S«JHtefr<» (1.22 g) 

T L C : R f 0.35 (n -^Mf^ : gjflftai^-/U= 1:1) ; 
20 NMR (CDCI3) : 5 7.51(d, J = 8.1 Hz, 2H), 7.50 (d, J = 8. 1 Hz, 2H), 7.31 (d, J = 
8.1 Hz, 2H), 7.23 (d, J = 8.1 Hz, 2H), 4.67-4.63 (m, 1H), 4.18-3.98 (m, 4H), 2.38 (s, 
3H), 1.78-1.23 (m, 10H), 1.30 (t, J = 7.2 Hz, 6H), 0.89 (s, 9H), 0.03 (s, 3H), 0.12 (s, 



10 
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3H) 0 

5 ^^JV^L^T-JV 




##«7-e«3fiU/t-fb^* (l.27g) ©f f7kFn77> (24ml) ^ 
il:iM7b77'f;>7y^5'^7-'Vt7-i' F (4.9ml) SrAH;^ ^i&"C 

7A^D-7 f^77^ (n-^rl^ : ftifcn^/V= 1 : 1 ~gt=gg:ai7>vU 
~S«xf /u : ;**/-^=9 : l) U £ATO*tt«SrlTt-«*ai 

Wft;£* (1.00 g) SrWfc. 
15 TLC:Rf 0.12 (n — ^=¥f-^ : g^^^^= 1 : 4) . 

6-tKn^-6- [4- (4-^^37;*=/^) 7*^/1^] 
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mi&M5-eW&\^1tik&VB (5 0mg) 07th=fP^ (5ml) mm 
K13 VWtf- by PI* (9 3mg) *5«tt>*hy ^f/l/->!)^o?>f K (15 

6 M i) fclUftan*., ^a-e«m#bfc c RjSS^i-^kT^^^A 

aSEfc^h^t Kn^7^ (2ml) d3J;trfia^BI*SR^-MJ !>A2K*SK 
(2ml) «rin'it N 2 iSBBSSSEUt. Rrtfa^WSrSk^tts 

tt^Wi-S^KWflS^I* (2 9mg) &#fc 0 

T L C : R f 0.12 (^ a a tJn/UA : ^ ^ / —}V : tK= 6 5:2 5:4) ; 
NMR (DMSO-d,;) : 5 7.56 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 8.4 Hz, 2H), 7.36 (d, J 
= 8.4 Hz, 2H), 7.24 (d, J = 8.4 Hz, 2H), 4.54-4.49 (m, 1H), 2.32 (s, 3H), 1.65-1.18 (m, 
15 10H) o 

5 — [4- (4-^ an:7;c=/!') 7x-/I/] -5-t Kadf-^^V^^^ • 
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OH 



O 



CI 




CH 3 



T L C : R f 0.22 (n -^i^ : @^;n?V>= 2:1) ; 
NMR (CDC1 3 ) : 5 7.53 (4 J -8.5 Hz, 2H), 7.50 (d, J = 8.5 Hz, 2H), 7.41 (d, J = 
8.5 Hz, 2H), 7.39 (d, J - 8.5 Hz, 2H), 4.76-4.71 (m, 1H), 4.12 (q, J = 7.2 Hz, 2H), 
2.35 (t, J = 6.6 Hz, 2H), 2.10 (s, 1H), 1.90-1.60 (m, 4H), 1.24 (t, J = 7.2 Hz, 3H) D 



###J 9 

5- [4 — (4— ^nn^a^/V) :7ct — 5-^ h^rv"^ h^v"^ 



15 8 "CSiit bfcfa-g^l (6.0 g ) ©4£fc ^^-1/^ (100ml) ESftfc:* 

^y/n lf;l/xf;l/7 5> (2 1ml) SrflPX.^ 0 °Ct31^^P U 

^ h 13 9>r k (e.sm 1 ) &mr U M&tfiTl^^ u 



10 



CI 




CH 3 
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T©*fifeffit«r*i-S««^4fe (8.5 g) #bnyta^fifc*W:wH« 

5 TLC : R f 0.44 (n — ^ -frV : 6»n3vv= 2 : 1 ) ; 

NMR (CDC1 3 ) : 5 7.52 (d, J =8.7 Hz, 2H), 7.51 (d, J = 8.7 Hz, 2H), 7.39 (d, J = 
8.7 Hz, 2H), 7.36 (d, J = 8.7 Hz, 2H), 4.62 (dd, J = 7.2, 5.2 Hz, 1H), 4.55 (s, 2H), 4.11 
(q, J = 7.2 Hz, 2H), 3.38 (s, 3H), 2.33 (t, J = 7.2 Hz, 2H), 1.93-1.60 (m, 4H), 1.24 (t, J 
- 7.2 Hz, 3H) 0 



10 

5- [4- (4 — ^ n a-y^^/U) ~7 =c^;v~] — 5 — * h^ris* h^v 



T L C : R f 0.35 (n --^rl^ : ^m^/V= 2:1) ; 
NMR (CDCI3) : 5 7.76 (d, J = 8.5 Hz, 2H), 7.51 (d, J = 8.5 Hz, 2H), 7.51 (d, J = 
20 8.5 Hz, 2H), 7.40 (d, J = 8.5 Hz, 2H), 7.32 (d, J = 8.5 Hz, 4H), 4.55 (dd, J = 7.8, 5.4 
Hz, 1H), 4.52 (s, 2H), 4.01 (t, J = 6.5 Hz, 2H), 3.35 (s, 3H), 2.43 (s, 3H), 1.88-1.32 



10 




OCH3 



CI 
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(m, 6H) 0 



mmm? 



5 —T^^/^J-^T- 1 — [4— (4-^DU7x J=./V) ^rt^/W] — 1— ^ 
5 h^v-pt h^VO-*^ 



###Il OT'M5tUfc{b-^#l (5 1 Omg) ©N, N-i?^;l/*M7 
5 K (10ml) &8L\Z.T°te*f-ftsf-*lJyi7J* (14 Omg) ^rflPx., *g-g* 

4&*:^?b.-o 2 0 rasa* bfc„ ^mm^^mm^^mm l*:. ^ 

fc„ 3SaE«:->!> %tfA'%?*>irx*i- 1-^77^- (n— : BBfc*^ 
/U=3 : 1) TitSiU #T©»tt«Sr^**#Wfls£4fe (3 9 Omg) 

TLC : R f 0.38 (n-^dr-9-V : @^^^/I^=4 : 1) ; 
15 NMR (CDC1 3 ) : 8 7.52 (d, J = 8.4 Hz, 2H), 7.51 (d, J = 8.4 Hz, 2H), 7.39 (d, J = 
8.4 Hz, 2H), 7.35 (d, J = 8.4 Hz, 2H), 4.59 (dd, J = 7.8, 5.2 Hz, 1H), 4.54 (s, 2H), 
3.38 (s, 3H), 2.85 (t, J = 7.0 Hz, 2H), 2.3 1 (s, 3H), 1.97-1.35 (m, 4H)„ 

20 5 —Tt^fr^Jr- 1 - C4- (4-^an7x^/l/) ~7 ^—/V'] ^<l/$ 7 




OCH3 
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OH 



O 

A 



ci 




mmm7x-mm\^itit^m (39om g ) ©mt^ domi) mm 

(3ml) 9 0*0^3 0^M*^Lfc„ £OS3B 

A^P?b^77^ (n-^^i^ : g^3i^U=2 : 1) T«Ls -BA 
T©*tt«[*:#i-S**Mft^* (2 2 0mg) &#fc 0 
T L C : R f 0.30 (n— ^^U^ : H^^/l^ 2 : l) ; 
NMR (CDC1 3 ) : 6 7.53 (d, J = 8.4 Hz, 2H), 7.51 (d, J = 8.4 Hz, 2H), 7.40 (d, J = 
10 8.4 Hz, 2H), 7.39 (d, J = 8.4 Hz, 2H), 4.72 (t, J = 6.5 Hz, 1H), 2.86 (t, J = 7.0 Hz, 
2H), 

2.31 (s, 3H), 1.91-1.35 (m, 6H)„ 



15 1- [4- {4-^ uuy^^M 7x-/l/] - 5-^^5(7^ b^^fS — 



mill&M 8 T?j»3t Lfc-fb&tt ( 2 0 0 m g ) (DM** ^-/KlOml) 
1 NTKlfefls-^ h y ?AtK*M (1ml) ^iP^fc, m&m&TAs*^ 
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^^/U=2 : 1) Tit^U aT©fettfSrft5*^PJft^ft (1 5 0 
5 mg)£r#fc 0 

T L C : R f 0.32 (n — ^=¥i?-> : |^^^/U= 2:1) ; 
NMR (CDC1 3 ) : 5 7.54 (d, J = 8.7 Hz, 2H), 7.51 (d, J = 8.7 Hz, 2H), 7.41 (d, J = 
8.7 Hz, 2H), 7.40 (d, J = 8.7 Hz, 2H), 4.73 (t, J = 6.5 Hz, 1H), 2.53 (q, J = 7.5 Hz, 
2H), 1.91-1.37 (m, 6H), 1.33 (t, J - 7.5 Hz, 1H)„ 

10 

mmmi o 

N — 73: 7 - 6 — [4— (4-^nq7x-;l/) 7^-/1^] -6-tKn^ 



& (3 O Omg) <^ai^/— ;V (10ml) S&ifc^ t K7v*y (5ml) 

©ttttffiSrWi-**»M'fb'fr«l (19 Omg) 
TLC:Rf 0.38 (ifrfb^ ^ W : BB»*^= 6 : 1) ; 
20 NMR (DMSO-cy : 5 8.98 (brs, 1H), 7.68 (d, J = 8.5 Hz, 2H), 7.60 (d, J = 8.5 Hz, 
2H), 7.50 (d, J= 8.5 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H), 5.15 (d, J = 4.5 Hz, 1H), 4.53 
(m, 1H), 4.11 (m, 2H), 1.98 (t, J = 7.2 Hz, 2H), 1.65-1.55 (m, 2H), 1.55-1.45 (m, 2H), 




OH 



15 
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1.40-1.19 (m,2H)„ 

mmm 1 1 




6 - t FnJfv'- 6 - [4- (4-^na7x=;V) ~7 -^"^V 
m (6 0 0mg) <D^?S— )V (20ml) Wm^, T^^=-T^ (5ml) 

m-£rm*mm.x°m%i, 7 o°cx* 5 mmmm-t^ 7y*= 

fj?*- (n~^-f-^:mm^^=l : 2) U £(T©fettf 

Sr^Ti-«*58W^* (16 0mg) Sr#fc„ 
15 T L C : R f 0.20 (ftgfeai^u) ; 

NMR (DMSO-dfi) : 5 7.68 (d, J = 8.5 Hz, 2H), 7.60 (d, J = 8.5 Hz, 2H), 7.50 (d, J 
= 8.5 Hz, 2H), 7.40 (d, J = 8.5 Hz, 2H), 7.19 (br, 1H), 6.65 (br, 1H), 5.15 (d, J = 4.5 
Hz, 1H), 4.54 (m, 1H), 2.01 (t, J = 7.5 Hz, 2 H), 1.66-1.56 (m, 2H), 1.54-1.44 (m, 2H), 
1.40-1.20 (m,2H) 0 

20 

#%09 1 l 

6 - h Kb^>-6- [4- (4-^^-/^7^=yW) 7i=^] 
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OH 




.OH 



#%W3T?»3tUfcfc£-tt (1.25 g) W^y-;K3 0 0ml) 
5 NTkBMb-t" h y * (6.0m 1 ) SrJnfc. 7 0 1CT' 2 HSFlfflJSH* Ufc 0 

A"Ctt»«. WlfiU »T©W^*t5iift^® (1.11 g) 
T L C : R f o:38 (^ n a tfc/l^ : ^ ^ y — : 9 0:10:1) ; 

NMR (DMSO-d 6 ) : 5 11.93 (s, 1H), 7.56 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 8.4 Hz, 
2H), 7.35 (d, J = 8.4 Hz, 2H), 7.24 (d, J = 8.4 Hz, 2H), 5.12 (brs, 1H), 4.55-4.49 (m, 
10 1H), 2.32 (s, 3H), 2.17 (t, J = 7.5 Hz, 2H), 1.64-1.20 (m, 6H)„ 

1 2 

N-^^>-N->f/i/-6- [4- (4-^^;U7i^;i/) 7^-^] 
-6-fc Kt3= 3 fi^¥1^7'5 K 



1 lT*®ligU7c{b^?rffiVN-C. HJfi^JlT-^^nS^t^^f^br, 



15 
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TLC : R f 0.41 (^nn^A : ^^y-/U=9 5:5) ; 
NMR (CDC1 3 ) : 5 7.55 (d, J = 8.4 Hz, 2H), 7.48 (d, J = 8.4 Hz, 2H), 7.40 (d, J = 
8.4 Hz, 2H), 7.24 (d, J = 8.4 Hz, 2H), 4.75-4.71 (m, 1H), 3.65 (s, 3H), 3.16 (s, 3H), 
5 2.42 (t, J = 7.5 Hz, 2H), 2.39 (s, 3H), 1.91-1.31 (m, 6H)„ 

##09 1 2 

N-pJ hdrix-N-^^-/V- 6 - ( t -^/Vv ? ^^U^iJ^^-=3rv') -6 
- [4- (4-^f/U7^^) 7x^;i/] — =3rf-^T$ K 



TLC : R f 0.49 ( n -^drf"^ : M^ t ?vl'= 95:5) ; 
15 NMR (CDC1 3 ) : 5 7.51 (d, J = 8.1 Hz, 2H), 7.50 (d, J = 8.1 Hz, 2H), 7.33 (d, J = 
8.1 Hz, 2H), 7.23 (d, J = 8.1 Hz, 2H), 4.70-4.66 (m, 1H), 3.65 (s, 3H), 3.16 (s, 3H), 
2.42-2.32 (m, 2H), 2.38 (s, 3H), 1.83-1.25 (m, 6H), 1.89 (s, 9H), 0.33 (s, 3H), -0.11 (s, 
3H)„ 

20 ##09 1 3 

8- ( t -'77-A'i?*7-/l'is!)/l'**ri/) -8 - [4- ( 4 - * ?vw:7 * = 
yw) 7i=/i'] - 3 — %"5ryir-!? Y— 1 — a:^ 



10 
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OTBS 



H 3 C 




ttWl 2-vm&\stttt,&to (5.46g) Ofh7kKo7?y (6 0ml) 
§iC^;^P^7^^!)A (16.5ml) SrJn*.* i££*4fc*r- 1 5 TCC 1 

NfBSK o'er- 1 brc„ ^^^itciafq^bT^^ !7 AtK^^t 

5 an*., RftxfA'tilill/fc. *«SUi**fc*'J:t^«aft*i!toK-Cl«*ftJ*;b N 

^77^f- (n-^fy:Sixf/V=9 5 : 5) U £TF<Z>4£M£ 

TLC : R f 0.53 (n -^^"^^ : Hflfc3:^yi/= 9 5:5) ; 
10 NMR (CDC1 3 ) : 8 7.52 (d, J = 8.1 Hz, 2H), 7.50 (d, J = 8.1 Hz, 2H), 7.32 (d, J = 
8.1 Hz, 2H), 7.23 (d, J = 8.1 Hz, 2H), 6.33 (dd, J - 17.7, 10.2 Hz, 1H), 6.19 (dd, J = 
17.7, 1.5 Hz, 1H), 5.80 (dd, J = 10.2, 1.5 Hz, 1H), 4.69-4.65 (m, 1H), 2.55 (t, J = 7.8 
Hz, 2H), 2.38 (s, 3H), 1.79-1.25 (m, 6H), 0.89 (s, 9H), 0.30 (s, 3H), 0.12 (s, 3H)„ 

15 1 4 

6- (t-^^JVV't'f-JVi/}) ;VJr*cis) -6- [4- (4-^f/l'7x^ 

/v) y=^z^;U] -1- (^-^^7^-2-^/1^) ^dp-f-^— 1 —it^s 
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3X'W£Vtdk&y9 (1.32 g) ©Tf7tKP77y (30ml) 
B ; Mffiflf) (0.15m 1 ) *5 ±tf t -/f/^t^rv' K (3.1m 1 ) SrTjtJ 

- (n-^3Mh^ : f^aL?vU= 9 5 : 5 — 9 0 : 1 0) *T?ffifi!i b£TF©*& 
m&ttiTZmMlk&m (1.45 g) £#fc 0 
TLC:Rf 0.32 (n-^fy :^f/U=9 : 1) ; 
10 NMR (CDCI3) : 8 7.51 (d, J = 8.1 Hz, 2H), 7.49 (d, J = 8.1 Hz, 2H), 7.31 (d, J = 
8.1 Hz, 2H), 7.23 (d, J = 8.1 Hz, 2H), 4.68-4.64 (m, 1H), 3.40 (d, J = 4.5 Hz, 2.4 Hz, 
1H), 2.96 (d, J = 6.0, 4.5 Hz, 1H), 2.82 (d, J = 6.0 Hz, 2.4 Hz, 1H), 2.38 (s, 3H), 1.80- 
1.23 (m, 6H), 0.88 (s, 9H), 0.02 (s, 3H), -0.12 (s, 3H)„ 

15 mMm 1 3 

6-tKa^rv'— 6- [4— (4-^^^7cn=^) - l - (Jr 

^rv^V— 2 — (/Is) ^=3rf">-- 1 



TLC:Rf 0.38 ( n -^rl^ : g^^/l^ 1 : 1) ; 
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NMR (DMSO-de) : 6 7.55 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 8.4 Hz, 2H), 7.35 (d, J 
= 8.4 Hz, 2H), 7.24 (d, J = 8.4 Hz, 2H), 5.11 (d, J - 4.5 Hz, 1H), 4.53-4.47 (m, 1H), 
3.47-3.44 (m, 1H), 2.95-2.91 (m, 1H), 2.87-2.84 (m, 1H), 2.35 (t, J - 6.3 Hz, 2H), 
2.31 (s, 3H), 1.63-1.12 (m, 6H) Q 

5 

1 5 

5- [4- (4— ? p p^^-zv) ^<^y-r/u] 
o 




5- [4— (4-^nn7i^/l/) ^^y-f/V] - 
10 T/V (l.25g) ©^^/-/l' {3 00ml) 5 N 7kmfc-r h V & J»7k 

• (6.0ml) SriPXL. 7 0^T2B*MJ*#Lfc. ^#JSr^>il^J;'9^* 

^«^Ufc„ amSr^^^T^W Ufc fil?rlNjli, * 

^(om^m^-t^mm^m a.ng) £#fc 0 

15 TLC : R f 0.35 (n-^t> : S«x^=i : 2) ; 

NMR (CDC1 3 ) : 5 8.02 (d, J = 8.4 Hz, 2H), 7.64 (d, J = 8.4 Hz, 2H), 7.55 (d, J = 
8.8 Hz, 2H), 7.43 (d, J = 8.8 Hz, 2H), 3.03 (t, J - 7.0 Hz, 2H), 2.43 (t, J = 7.0 Hz, 2H), 
1.90-1.70 (m,4H) 0 

20 mmm 1 4 

N- (1-^^-1-^ -5- [4- 
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CI 




5 TLC : R f 0.18 (n-^lJ-:/ : @^^^vU= 1 : 2) ; 

NMR (CDC1 3 ) : 8 8.02 (d, J = 8.7 Hz, 2H), 7.64 (d, J = 8.7 Hz, 2H), 7.55 (d, J = 
8.7 Hz, 2H), 7.44 (d, J = 8.7 Hz, 2H), 3.35 (brs, 3H), 3.04 (t, J = 6.7 Hz, 2H), 2.50- 
2.19 (m, 2H), 1.88-1.70 (m, 4H), 1.44 (s, 6H)„ 

10 §H»J 1 5 

N- (1 h*i/- 1 -*^-)V=c- h^cis) -N-^^/l — 5- [4- (4 



mmmi ^xmrn^it^m (3oom g ) on, N-^^fw^r 

15 §K (2 0ml) Or-eTK^-^hy *A (3 5mg) M*., ^ 

i&T-3 0#Jt#L7t o U&m* O^C^^iUm. 3 <Mfcp< ( 5 4 /x 1 ) £r 

ufc 0 ^^^y^^/u^^A^n-^ h^^^-f- (n— ^-v-^-.mm*- 



CI 




-CH 3 
»CH 3 
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^=2 : 1-^n iWFBStx-^A': b iJiW5y = 1 r 1 : 0.02) 

t*«u fiiiTo4fcttfl[*^H-saia<b'a** (i2 4 mg ) 

T L C : R f 0.52 ( n ^-^^ : m&t^^U= 1 : 2 ) ; 

NMR (CDC1 3 ) : 5 8.02 (d, J = 8.7 Hz, 2H), 7.64 (d, J = 8.7 Hz, 2H), 7.55 (d, J = 
5 8.7 Hz, 2H), 7.43 (d, J = 8.7 Hz, 2H), 3.35 (s, 3H), 3.29 (s, 3H), 3.03 (t, J = 7.0 Hz, 
2H), 2.44 (t, J = 7.0 Hz, 2H), 1.85-1.70 (m, 4H), 1.43 (s, 6H) D 

1 6 

N- (1 bdf->- 1 -*J-;V=c h*tf) -N-^^/U- 6 - C4- (4 



15 TLC:Rf 0.32 (n -^^^ : fifcl&t^Vl^ 1 : 2 ) ; 

NMR (CDCI3) : 5 7.53 (d, J = 8.5 Hz, 2H), 7.51 (d, J = 8.5 Hz, 2H), 7.41 (d, J = 
8.5 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H), 4.74 (dd, J = 7.7, 5.5 Hz, 1H), 3.34 (s, 3H), 
3.28 (s, 3H), 2.36 (t, J = 7.5 Hz, 2H), 1.86-1.62 (m, 4H), 1.54-1.34 (m, 2H), 1.41 (s, 
6H) 0 



Hifc09 1 7 

N— fc KnJfi/-N-^f/W-6- [4- (4-^nn7i=;H -y a^~;V~] 




20 
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5 w<k&®)&mz. B 

TLC : R f 0.34 (g^^gvU-) ; 

NM R (DMSO-d 6 ) : 8 9.71 (brs, 1H), 7.68 (d, J - 8.5 Hz, 2H), 7.60 (d, J = 8.5 Hz, 
2H), 7.49 (d, J = 8.5 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H), 5.15 (d, J = 5.0 Hz, 1H), 4.54 
(q, J = 5.0 Hz, 1H), 3.06 (s, 3H), 2.30 (t, J = 7.0 Hz, 2H), 1.67-1.55 (m, 2H), 1.55- 
10 1 .45 (m, 2H), 1 .30- 1 .23 (m, 2H) D 

#%#J 16 

6- [4— (4-^na7x-;l/) 37^— /i/j — 6 — t: Fn 3ri/^3f-y-^m 
OH 




15 #%#J 2 T«g l,tz4k&Vo<Dttfr 19 K###J 1 5 T?«Bft Lfcfc-g^£^ 

T L C : R f 0.52 {-?VK2 jfr/^i>, :fh7t FP77y: Bf$fc= 10:4: 
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l) ; 

NMR (DMSO-ck) : 6 7.68 (d, J = 8 Hz, 2H), 7.61 (d, J = 8 Hz, 2H), 

7.49 (d, J = 8 Hz, 2H), 7.40 (d, J = 8 Hz, 2H), 5.16 (bs, 1H), 4.65-4.40 (m, 1H), 2.18 

(t, J = 7 Hz, 2H), 1.80-1.05 (m, 6H) D 



H»J 1 8 

h3^— N — ^f-JV— 6 - [4— (4 — ^ a a7x^) 7x^yl/] 
-6-tKP ^S^sap-U- >-T ^ K 



10 ##^1 6^M5tfU;fc:<ffrgMfe (3 18mg) CDN, N-^f^MT 
5F (2 0ml) JgSfcfc, 1-t KndfM^/hyj^ (2 2 9mg) 

o'c^spu N-^h^-N-^w>;v'M (14 6 

mg) % hyxf/l/7^y (5 5 3 a D *5«fct* 1-^^-3- [3- (i? 

^ Tv^T 5 / ) 7°^ tvu] tf^aJW 5: K • ( 2 8 7 m g ) Sr«g*Au 

tt«r*i"5*3SM^* (2 0 7mg) 
20 T L C : R f 0.48 (g^o^/w) ; 

NMR (CDC1 3 ) : 5 7.53 (d, J = 8.4 Hz, 2H), 7.51 (d, J = 8.4 Hz, 2H), 7.41 (d, J = 
8.4 Hz, 2H), 7.39 (d, J = 8.4 Hz, 2H), 4.74 (dd, J = 7.5, 5.5 Hz, 1H), 3.66 (s, 3H), 



5 
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3.16 (s, 3H), 2.42 (t, J = 7.5 Hz, 2H), 2.16 (m, 1H), 1.92-1.36 (m, 6H) 0 

9mm 1 

5 Jjfc#«r&*"*-*ft*« 1 0 0^&#fc o 

■N-kKP^-6-'[ (4— 7*=/W<^>'>f/l') 7^/] ^tV7 

5 K ■ 5.0 g 

• *^^'>^f/Ut^ti- ^A/Vv-^A (Jftttftl) 0.2g 

•WU^mDA (P^J) o.ig 

io • HfcteiHrte^P— * 4.7 g 



is TOmtsryT'/n 0 0*^^c o 

■ N-fc Kn^V- 6 - [ (4-7s=Myy/f/>) 75/] -^if^T 



2 



2.0 g 



• 1 ;V 



20 g 



500m l 
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i» * <d m m 

i . -m*. c i ) 




5 D£fK RMi 

( a ) C 1 ~ 8 7V1"*/V2k 
(b) C2~ 8 T^-5r=-yVSs 
( c ) C 2 ~ 8 T/V=3f-=/V£, 
(d) ^Pty^J®^> 
10 (e) ^hoS, 
(f) 

(g) MJ7/vtn^^S, 

(h) MJ fdfi/Kx 

(i) -OR 2 ^ 
15 (j) -SR 2 S> 

(k) -NR 3 R 4 1, 
(1) -COR 5 !, 
(m) 4rh2£. 
(n) Cy c IS, 

20 (o) -OR 2 S, -SR 2 S, -NR 3 R 4 S, -COR 5 SffcliCy c l£ 
tio TSm $ tbfc C 1 ~ 8 T/l^/l'S. 
(p) -SO 2 R 10 l, 
(q) -SOR 10 S, 
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(r) -O- (C1~87;^W^) -OR H I, 

(s) i/7;S, -SO 2 R 10 S. -SOR 10 S, ifcfcft-O- (Cl-87 
/VdrW>) -OR ll StJ;o.Ttt^tlfcC 1~87M;^ 

(t) -O- (Cl~8 7^^) -NR 12 R 13 S^ 
5 (u) -S- (C1~87;^M -NR 12 R 13 £ 

(v) -O- (C1-8W^) -NR 12 R 13 i, Hifcfct-S- (CI 
~8 7/^vy) -NR 12 R 13 S^«toTi^$tlfcCl~8 7/l'^H, 

(w) -OR 2 E -SR 2 S, -NR 3 R 4 i> -COR s S> Cy c ll, V 
7/1, -SO 2 R 10 S N -SOR 10 S, -O- (Cl~87/HVy) -O 

10 R X1 S, -o- (ci~8 7;^vy) -nr 12 r 13 S, s- (c 

l~87/l^V^) -NR 12 R 13 IiaotIt^nfcC2~87;^-7V 

(x) -OR z & -SR 2 S, -NR'R 4 S, -COR 5 *. Cy c IS, ^ 
TVS. -S0 2 R 10 S, -SOR 10 L -O- (C1~8 7M^V) -O 
15 R 1 -O- (Cl~87/^wy) -NR 12 R 13 S, S- (C 

l~87;V^Vy) -NR 12 R 13 liaorf^nfcC2~87/^^ 

R "rfcfcffcHC^fs C 1 ~ 8 TVV^g, C 2 ~ 9 7'>;H, ;£fcf±C yell 

20 R 3 *5it^R 4 {i. ^n^nm^x^xymm^ ci~8 7^>s, C2~ 

R 5 ttzkH£* Cl~8 7/^;vg, Cl~87/^^>Ss -NR 6 R 7 S> 
*fc»*Cy c lSSr^feU 

R 6 *5«fcTjtR 7 {i N -tiL-etUSUSC UTtK*W^ C1~87/^;vS, ifcfctt 
25 C y c lS^t^U 

R lo ttCl~8 7/^/H, ^fcfiCy c lS«r**>U 
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C y c imt± 

(a) C3~7©|»if, &1tt± 

(b) i~4fiw^3RM : fx imvmmm^-tezv/ttteimiomnm*- 

5-7 lofi^r U 
5 R 1 1 fiTKSRlS^ Cl~8 7/^/V^ C2~9 7^S, ^fcttCy c 1 

R 12 *5«t^R 13 ^ -etb^^AEUXTK*^. ci~87;^;H, C2 

mttOSfcttl~5©«E»«r*fc>U 
10 Afi 
(a) 

(b) C3~15®m -#^7c(iHS^mS. £fctt 

(c) i~4i©iii^ i~2iB©iii^it;/sfcij:i~2i@o 

15 Ef± 

(a) >^s 

(b) Cl~8 7;^l/yS, 

(c) C2~8 7/^I/^ 

(d) C2~8 7/U^V^ 
20 (e) -O-, 

(f) -S0 2 NH-S, 

(g) -NHSOj-S, 

(h) -CONH-1, 

(i) -NHCO-S 

25 ( (b) ~ (d) fc*5V^-c % i7/^v^ 7;v^=vvl, SfcttT/i' 
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Bf* 

(a) mm^, 

(b) C5~i5©m -^■ftfiE.m^mmm, *^r± 

5 (c) l^ffl^MWiP. l~2f@»^^*5«tT7/ / *fc«:l~2^^ 

( a ) C 1 ~ 8 T^^^S. 
(b) 0 1-8 7^3^^ 
10 (c) ^D^fyf^ 

(d) =fnS, 

(e) v'T/S. 

(f) b y zr/vjrxi *?-JV^ 

(g) MJ b=3r^S, 
15 (h) im&, 

( i ) *RK-C«*£*Lfc C 1 ~ 8 TV^/i-SS^*? U 
E*S^-&«r*fc>-t-«^> R'tR^l-WoT, C1~47/^V^S 

nttO£fcttl~5<DSE#Sr*fc>U 
20 Gtt 

(a) 

(b) -NR 20 CO-i R 20 tt7kMH\ 
S£i£fr-f 0 ) . 

(c) -CONR 20 -S (S4\ R 20 J»l2il^C#^^^i- o ) , 
25 (d) -0-S> 

(e) -S-3E. 
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(f) -so-S, 

(g) -so 8 -£, 

(h) -so 2 nr 20 -s (iifs R 20 fiHtnati^Di:5fe^^-ro ) . 

(i) -co-S, 

5 (j) - (Cl-4 7A/df'Uy) -NR 23 -S (£«K R 23 te*SfIS-^ C 

(k) - (Cl~47Mvy) -OC (O) NH-S, 
R 22 0 R 9 

OX.* 

10 fi N C2~8 7^=/>Ss */tttCl~8T^=i'ap-va6«r*t>b (RC 1 
~ 8 7/U^V-Ss C 2 ~ 8 7-rt"$r=»*'&* C 2 ~ 8 TVl^ =■ /I'S* C 
l~8 7;>3df^SliCyc 1 3£ N ttttC l~87;i/3*^S"Tff*S*l 
■Ct>J;vv ) . 

R 22 te7KSfiIW\ C1~8 7;V^S, C2~8 7;^-M, C2 — 8T 
15 /V^=7VS, C 1 ~ 8 7^=>drv/Sx*tt$tlfcC 1 ~ 8 7/W^/H, CI 
~8 T)V a dr ->*t?fi^ £ frfcC 2~8 7/^=;Hx C 1-8 7/^^^ 
&-Cfi*3*bfc:C 2~8T7V^-/VS. HEfcteC y c 1 gT-ffi&^tWt C 2 




20 R. a8 r±**W^ C1~8 7;V^VS> C2~87^-M, C 

2~8T/U=3r=/^. £fc«C 2-8 7/^^ri/7;^/l'SSri^t. ) N 



R^ftR^^Ct^tbU R 9 f«ISt^CS*^tp-t- 0 ) . 
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R 24 

(o) f\ S 

°X° 

r-\ n 

OR 25 

(p) s 

OR 26 

7 ) U 

(a) Cl~8 7;^^ 

10 (b) C2~87;V^-V>I, 

(c) C2~87M = V^ 

(d) - (C2~8 7;^=wy) - (C2~8 7/V^W» -1> tit' 

(e) - (C2~87;^=L'y) - (C2~8 7/^l^y) 

15 ( (a) - (e) fcl*5V-C\ RT^* 1^>1> T^sI^VS, ^fc^T/L- 
dr=W->'S4 I Wl^*7tf4 2^<D^fP^*^fi. li@*fc{*2^<D-CO 
NH-1, -NHCO-S, -CO-I, -S-l, -SO-S, -SO z - 
S> — O-g* -S0 2 NH-^ -NHS0 2 -S> 7x=I^yl, C3~ 

20 ^T^^l/^Ss T^^l^^ai^ ^fcttT^^-— V^SttfiAT©****: 

(a) C l~8T/l-=i=3r^s 
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(b) 

(c) C l~4T7V='=3rv'Sr*g^:$^bfcC l~4 7/V3^^S % 

(d) CyclS, 

(e) C1~4T/U3r;um, * fcfi C 1 ~ 4 = dF-VSJC «£ o Tft^tL 
5 fcCyclfi.**fcU 



R 30 

C 1 ~ 8 * fcfitC 2 ~ 8 T JVzi^yT ^iV^^m.^ 0 ) 

10 «r<fcbU 
Q 2 tt 



(b) -SR 32 S (S^K R 32 te7kMH\ C1~8 7^S, *fcfi- 
C (O) -Cl~8T/l'<3fvl'S«:3ti>-t"o ) ^ 

15 (c) |- or33 m 

^ OR 33 

(d) -C (O) NR 34 R 35 1 (K c t I > R 84 H:7KKSJR-7-x £fcteC 1 ~ 8 T/i' 
^g&igfrU R 35 «7tcmim^ C1~87^M, gfcfiNR 36 R 37 
£ (£*K R 36 *3iT^R 37 f«^ ; e^^UT, TfcSfcJDfC^ *7c{4Cl~8 



o 



o 




HO R 9 

(i) g# y s 
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^Iffc^ ^oEi5|^ -CH = CH-i, tltii-CH=CH- 
( 2) A. E, it/B ^^Hic^^Wi ^ |J^V\ ] 

2. M*<^t5K 1 fBifc©-^ (I) T^£*L5fc Kn^A^iigtefb 

10 tttiUR&KttR^ttak WftflJ®*, ^tKv?^M n *tel»iey 

^feS^S, FNfc. *J3§5fc, IMftfi-*M&£#§. ^3fc*£, rtflH£> @?£* OH 
11*. IBSSgB*, ¥**«*, Ail*. H*. *J3§ D1lJ3§) *, Iff*, 

• iti, to*, j^*> ?l*. ■?«*, -?^#*> ^pm*. Btr^jia 

3 . — ( I - 1 ) 



20 
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(1-2) 



(R 



v0- 



y (R 8 )n 
B 4— G L- 



(1-2) 



w-rsit^tsffl i sa«© i l — 6 m&m&fiio 



( i - 1 ) 

(R 1 )m-{^)— E- 



(R 8 )n 



(1-1) 



10 (5£ff\ i-^<-CO|B#f4fll*0*fiHlfla«ii:lRlCSti*«r**>i-. ) 

6. G& (b) -NR 20 CO-«fcfi (c) -CONR 20 -ST*fcSlt 
15 ^nKy^fe 



r 22q R 9 



20 8. G# (i) -CO-XT?*>5l»*Ottffl5|B«©t Ko^MKkR^ 
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9. G& (a) mt£&. (d) -q-m, (e) -S-S. (f)-SO 
-S, (g) -S0 2 -S, (h) -SO 2 NR 20 -S, (j) - CC1-4 
5 TJU^rU^) -NR 23 -i, (k) - (Cl~4 7/^l/y) -OC (O) 




R 24 

(o) s % SEfcri 

OR 25 

10 (p) /k/ s 

OR 26 

10. — usst (1-2) 



15 
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o 



1 2. Q 2 tf$-SR 32 fi-?ifc5ft3fccD$5ffil OfB^Ot Kn*U-2»BMS3Mfr 

O 3- 

13. Q 2 ** U^ OR g t?*>5. »*©«SBai OfB«©t KoW 
^ ^OR 33 

10 14. Q 2 ^- C (O) NR 34 R 35 S-Cfc^W*^iai OfB^t Kn=¥ 

f - Aiftf|i»fl&fb-fr'ft fate* tt-t 
15. 

1) N- (1-^^-1-^ h^v^b^rvO -6- [ ( 4 - 7 * ^/W^ 
15 7 5/] ^3rf-V7 5 Ks 

2) N — t Ko*V-6- [ (4-7*=^^/'f/l') 75/] ^^r-^^T 
- K. 

3) N-fc C (4— 7it=./w<^>''f/U') 75/] ^o^^T 
20 4) N-tKn^>-4- [ (4-7x=^/^) 75/] /i?^7 5 

K." 

5) N-t.KP^-5- [ (4-7x=V<y/^^) 75/3 
5 Kx 

6) N-t Kadrv'-7- [ (4-7xzMy/^/i/) 75/] ^V7 
25 5 h\ 
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7) N-t { [4- (4-^07^) ^V/JA^ 7? 
j } ^n/^^T 5 K, 

8) N-tFn^-5- { [4- (4 - ^ a n -^JO^ /V] T 5 
5 9) N-fcKB^-6- { [4- ^XyV;K) 75 

/} — ^if^rs: h\ 

10) N-t Fu^rV- 7- { [4- (4—^ » uys.^/U) ^ySJ 7 
5 y } -v?^ X7 $ Kx 

11) N-t Kn^i/-3- [ (4— 5^ v-^^ris/U^^y/J /U) 7^/] 
10 ^^7 5 h\ 

12) N-t 'kp*$/-5- C (4-S/^n^^i^w^yW/V) 75/3 ^< 
x* y7 5 

13) N-t [ (4— */9 u^^iy;vy<^y^ ;v) 75/] ^ 
^rf-VT 5 h\ 

15 14) N-t [ (4— n^^vvw^/V/V) 75/] ^ 
XT $ K> 

15) N— t KndfV— 3— (^y/^/1^7 5/ ) ^qXV7 5 K, 

16) N-tKP^-4- (^y/-f^7$;) ^>?7§ K, 

17) N-tKp^/-.5- (^y/-f;v7 5;) ^V7U\ 

20 18) N-tKa^-6- (^^yV/KT 5: /) ^t^7U\ 

19) N-t Kc^>-7- (^y/-f;v75 7) ^^7 5 b\ 

20) N-t { [4- (4-i/7/7x=;v) ^y^-f/H T 
$y } /sdffy7 5 K N 

21) N-t { [4- (4-^at>7x^/>) ^^/-f ^] 
25 75/} — =¥1?-XT5 K, 

22) N-t C (4-7*/^^^) 75/] -^drif 
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>7 5 K. 

23) N-t Kn*'>-6- { C4- (4-7 Y*c*/7 auj *c*y) ^JO^/V] 

24) N-tKP^-6- { [4- (3-7*y*^ci3(K-l — f 

5 ^o-y-OK) 7$;} ^t>7? h\ 

25) N-fcKu=a^-6- { [4- (3-7 h^v^HTtf- 1 -^~/V) -< 

26) N-t Kt3dri/-6- l^^vl' (4-7i=/^y^^) 757] 

10 27) N— t Fo^rV- 6 - { [5- (4-7 h=^->7^=/V) ^^7^^- 
2— f/l^7/W]?-yi7] 75 7} ^t^7 5K 

28) N-fc Fddrv--6- { [4- (3-7 b^7x/^) ^^i/^/V] 

7$/} ^fy7-; Ks 

29) (6S) -N-t b*P^^-7-xh^i/^ [ (4— :7 a: 
15 s/W^^/V) 7^7] ^77V7? K % 

30) (6S) -N-t KP^v'-e- [ (4-7^^M 
^y-T/l^) 757] ^V7 5 b\ 

31) (6S, 2 E) -N-tKo^-y-7-xbdfv'^ f^rv'-2-^f;l' 
-6- [ (4-7x^^7^^) 757] ^7 P h-2-^>'7'5 K> 

20 32) (6 S) -N-tFP^7-7-if^f<^7-2-^f;V-6- 
[ {4-y ^-/V^S-i >V) 75/] ^^7 5 h\ 

33) N-tFn^-5- [7^"^ (4-7at=i/W<^> f >f A-) 75/] ^ 
y^>7 5 h\ 

34) N — t Fo^^-4- [ (4-7x=;U/<y7/f^) 7577^/^3 
25 yX7 5 Kh 

35) N-tFn^y-3- [ (1R, 3R) -3- [ (4-7x=/W<y7 
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36) (2E) -N-kKn^>-6- [ (4 7^7] 

^y-2-iy7 5 h\ 

37) (6R) -N-tKP^-7-xb^^h^-6 - [ (4-7x 
5 =vW<W^) 7^;] -v7°*>7 5 K> 

38) N-kKo^-3- ( {2- [ (4-7^^V^W-f7V) 75/] 

39) N-t Kb*^-2- ( {3- [ (4-7^^/^^y^/V) 75/] 
T^^/^f/W 75/) 7i?*5h\ 

10 40) N-fc Kndrv'— 5 - [ (4 - !7 =c ^WO^-r AO 75//f;V] ^ 

41) N-kKn^>-6- [ (4-t KB^f/^yy-f/l') 75/] 
~¥U->-7 5 Kx 

42) N-fc Kn^-6- [ (4-7a=/^^n^^->/U*yl/j|5=/l/) 7 
15 5/] ^fy7 5 Kn 

43) N-fc Kn^>-6- { [4- (4-/ ^I'^A'] 
75/} ^t/7 5 h\ 

44) N — t Ko^v — 6 — [ (4-7cn^/U- 3 —5/^ n^^ir- /U%jU7g 
^A) 7 5/] ^tV7 5 K, 

20 45) N-kFa^-6- [ (6-v ? /^/i^75/ t°y i^>--3— T/i^) 7 
5/] ^t^75 h\ 

46) { [4- (4-^nn7x=/v-) 
v-^^/U^V^^/U] 75/} — ^rt^7 5 b\ 

47) N-kKn^-6- [ (5-7a=yvtry 5 W— 2 — fA;*/Arff= 
25 )V) 7 5/] ^^rt/7 5 b\ 

48) N — t Ko^>-6- C (4-£^ a^dri/^73i^/U) #/W^-=E-^|Vl/| 
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^tV7 5 b\ 

49) N— tKfl^V- 6— [ (3-71^7 3;^) y&ZW^-f /l"] 

50) [ (2-tKn^-5-7x=^7x^;l/) # 

51) N-tFn^v'-6- { [4- (^<^y [b] 7 7^-2-^^) 

10 16. -fb-a-^j^ 

1) N-tKP^-6-^h^>-6- (4-7xy^i/7x=^) ^^Mf 

2) N-t [4- (^EvV* ]) v- 4 — < )V) 7 

15 3) N-t Kp*^-6-^ h*'^ I»*i/-6- [4- (4-^na7xr 
/W) 7oc-/w] - 2-^f^fyr$ h\ 

4) (3E) h^i/-6- [4- (4-^ 

5) N-t Yxi^r-y-^-^^^)V^^^ b5->- 6- [4- 
20 37^ =■/!✓) yu] ^=3rf-^7"5 h\ 

6) (6R) -N-tKP^>-6- [4- (4-x^7i^) 7=c-/V] 

7) N-t Kp^tV- 6 - [4- (4-^nn7x=;V) r7^=;u] — 6-* 
25 8) N-t Kn^>- 6 - [4- (4 uuy^—M 7 ^~jV~] -6-* 
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9) N-t - [4- (4-^nP7x ~yU) -7 -4-^ 

10) N-t [4- (4-^nn7x=;V) -5 — 
5 11) N-t (4 — ^=3rf->- 

12) N-t Kn^>-6-k Ko*^6-7*=^fy7 5 h\ 

13) N-t Kndri/-6- [4- (4-7no7x ^/V) —2, 
2— itff-jv— 6 — t Fodf-v'^dr-^^'T $ K> 

10 14) [4- ( 4 — ^ o u ~7 cx^/V) — 4 — 

15) N-tKP^-2- { 3 -t Kodrv-- 3 - [4- ( 4 - ^ n n 7 :r. 

16) N— t Kn^i/-2- {3-t Ko^'>-3- [4— (4 — ^ cr c? 7^ 
15 n 7P) 7x^] 7Ptf/l/ft} 7°P^yT5 K„ 

17) N-t Kn^i/-7- [4— ( 4 — ^ cr n ^ ^ =/U) 

18) N-t [4- (4-^ u n7i^) -8- 

. t Ko^iX] ht^9^t%. K N 

20 19) N-t KP^i/-2- {3- [4— ( 4 - 9 n v 7 ~7 z^~jv\ 

— 3 — t Kndr;/7nt;W} -2->^7*B^7§ 

20) N-t [4- (4-^na7x^) 7x^] -5- 
t Ka^v-O^^T^ b\ 

21) N-t KndrV-6-t Kn=Srv'-6- (4-3 — K7x=;b) — =*r1h 
25 5: K N 

22) N-t KP^fv / -6-t {rf7 9 l^- 2 -^/U) 
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23) (7E) -N— fc Kpdp-iX- 6 - fc h'P^v'- 8 — 7x=/W h~ 7 

24) (7E, 9E) -N-t Kn^>- 1 0-7x=;>7 
5 3-7, 9 -i?^l/7^ h\ 

25) (^<^y [b] f^7xy-2-> f/U) - 6 - fc 

26) N-tKn^>-6- (^<^y [b] ^^-7^^-3--T^) -6-fc 
10 27) N— fc Kp*V- 6 — fc Kn^v'- 6 — ( 4 — 7 az J ^~/^) ^ 

28) N— fc Kodfi/-6- [4- (4-^PP7xn;V) 7^-/1^] — 6 — 
fc Kn^i/^y-2-^fy7$ K N 

29) N-fc Kndfi/- 6 -fc Ko*-y- 6 - {4— [2- (H° V i?>-- 4 — 
15 ^/V) ^^vu] ^^^-/W ^fy7 5 K> 

30) N — fc Kcidpi^- 6 — k Kb*'>- 6 — (4-7x^f;i/7x-;i/) ^ 

31) N — t Kn^V- 6 — [4- (4-^nn7x^/V) :7;c^/l/] — 6 — 
fc Kpdfv-- 2 - fvW^drf-^T 5 h\ 

20 32) N-t Kp ^rix— 6 — [4- (4 — ^ c n7x^/V) ~7 « — 6 — 

33) (1, 3-^^^^- 2— f /^) -6-fcKn 
dri/— 6 - (4-7x=;V7x- /V) * # # l/T % V ^ 

34) [l-tKn^-i- (4 -7 ^~;V7 jV) 
25 p< -O'Xr 5 K N 

35) N-t Kndr>>- 3 - { 2 - [4- (4 o d7x=;1/) !7 =. 
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-2-t Kn^'>ifA^t} ^b^75 K> 

36) N-tKn^-3- {2- [4— (4-^pd7i^) 7 
-2-t Kn^->-x>^) -<yX7 5; K s 

37) (2E) -N-kKn^>-6- [4- (4 — ^ n P7x^) = 
5 ^] -6-t Kn^^y- 2-1^7 5 h\ 

38) N-kKn^rV-2- {2- [4- ( 4 - ^ o u 7 /V) 7^— /U] 
-2-t Kn^rv^^-^-} Tir^5: K, 

39) N-t Kcrdrv'— 4- {2- [4— (4-^po7i^/V) -? 
-2-t Kudf-v'3i hdrV} ^<yX7 5 K> 

10 40) (2 E) -N-tFo^-6- [4- (4— ^ n P7x-/>) 7ac = 
— 6 — t Kn^ri/— 2— ^f/^y- 2 -x^T? K„ 

41) N-t [4- (4— ^ n n !7 ^=/V) -6 — 
t h^rW/-7--{y75 b\ 

42) (6R) -N-tKP^-6-kKn^>-6- [4- (3—7^/ 
15 ^rv^ntf?- 1 -4 =■ )V) 77^— M ^^i^^T?: t>\ 

43) (6R) -N-tKn^-6- [4- (^y^^7 5;) 7^=/^] 
-6-t Kn^y^ty7 5; K 

44) N-tFP^>-6-tKP^-6- [4— (4-tKP^T'F- 
1 — )V) -7x-~;V~\ -sdrty7 5 K N 

20 45) (6 R) -N-t KP^y-6-t Kp^-6- [4- (7x=;^ 

46) (7E) -N— t Kp^'>-6-^ V^->-8-Z7=a=./^^ h~7- 

iy7^ h\ 

47) N— (1-^ h*r^- 1 h*-» [4- 
25 (4-^PP7x — A-) 7x=^] — 6 — t Kn 3f S^^f-lf^T ^ 

48) N-t KP^ri/-N-^f;V-6- [4— (4-^PP7i=;V) :7=. 
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49) N — ^ b^f-N-^^Vl'- 6 - [4— (4-^no7x=;V) 

/V] -6-t Kn^^fyr? KT?*>5S^*0<6BB7|Bttwt Ko*t 



i 7 . fc-a^a* 

1) N-kKo^-6- [4- (4-^nn7s-;w) ^O-y-f/Kl ^3=-^ 
^7* ^ Kx 

2) N-t Kp= 3 E-^-4- [4— (4— ^nn7x=/>) 'O/'f/l'] > 
10 h\ 

3) N-tKP^-7- [4- (4-^na7x ~M ^i^y^f/V] 

4) N-t (^7^ U'V— 2— -f^^/Vatf—/!') >7 ^ 
Kx 

15 5) (7E) -N-h Kn^>-6-^y-8-7x=;^ f-7-x> 
T 5 h\ 

6) (7E, 9E) -N-k KP^-6-t^y-10-7x=/Vf3-7, 

7) N-t Kpdrix— 5- (^^y [b] J-*"?*-' — 2->f /V*^aJ?=i^) 
20 ^O-i? yj 5 h\ 

8) N-k KP^>-5- (-<^y [b] ft7xy-3-^^;^=^) 

9) N-t Kn=3riy— 5 - (4-7x/^>^y//f;v) ^y^yr^K 

10) N-k Kn^y-4- [4- (4-^pp7i=^) ^y//f;U/f/V 
25 ^] 5: Kx 

11) N— t FP= s rv'- 3— [4- (4-^ DP7i^) ^i'^/'f /Up* b^v'] 



5 
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^X7 5 Kn 

12) N-kFn^-3- [4- o7x=;l/) ^yy/f/Mf/W 

. 13) N— fc K a 4 - [4- (4-^ao7x=/l') ^fyfj h^r 

5 ->] ^>/7 5 Ks 

14) N- (1 -^fvU- 1 b^f^ -5- [4- 

15) N- (1 h*^- 1 ->f^x hdp-» [4- 

fro 

1 8 . <frg-4fetf* 

1) N-fc [ (4 - 7x=/V'<y^*/l/^=/l/) 7$/] 7° 
15 n^^T 5: K N 

2) N— fc C (4-7s=A^<y^) •ftjV/^'i }V\ -f$^ 

3) N— fc KP^y-4- [4- (4-^PP7x-M ^^i^/V^-^iX] :/ 
?>75 h\ 

20 4) N-fc K* 5- [4- (4-^Pn7x-/U) - 2 - fc Kn drv^ 

5) N-fc Kn^f- 5 - [4- (4— ^ n P7i=^) -2 — kKn^rv^ 

6) N-fc Kp*V- 5- [4- (4-V7/7x^) ^^y^rv-] 'O'* 
25 ^7? Kn 

7) N-fc Kd^rv'-e- [4- (4-v^77 7x-/U) ^rlh 
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8) N — t 5 — [4— (4-f no7x^) 7i>'^v'] 

9) [4- (4-^7/7x^) 

5 yj^K, 

10) N-kFn^>-6- [4- (4-^0O7x^) 7^y^riX] — 

11) N-tKndrV-7 - [4- (4-^nu7x-/V) 7^/=^i/] 

10 12) N-fc Kndrv-- 5 — [4- ( 4 u m 7 /V) ^as^/u^;*-] 

13) N-t Kn^iX- 7— [4- (4 u V 7 7s=/l^ft] 

14) N— t Kn^->- 4 — [4- (4-^DD7xr:;l/) -O'vVl^;*-] ^ 

is ^y/^ b\ 

15) N — t Kn^f^-4- { [4— (4 — ? 

75/} 7*^^7 5 h\ 

16) N-fc Hu 6 - { [4- (4-^n n7x=^) :7^-,u;*,i^ 

20 17) N — t [4- (4-^PP7i=^) 7x=^;W7^ 

— 'O'j? >-7 $ K N 

18) [4- (4-^na7x=/V) 7x^7;U7^ 
— /R] ^7°^^7 5 Ks 

19) N-t [4- (4-^oo7x^) 

25 /v-] ^y^y7 5; h\ 

20) N-t Kn^v'-7- [4- (4-^P0 7x=;l') ~7 ^—fVTKjVfo — 
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21) N-kKP^f-V-4- {1— [4- (4 - ^ n ay ^=-sU) -y zu=-)V\ 
-2- V*^) x-h*^} -??l/T% h\ 

22) N-t Fn^v'-e- (4-^ h^7i^) -6- (4-7i^ 
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